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EDA 10104

AF 12-611

Morck & Company, Inc. SEP 30 1955
Attention: Mr. J. M. Young

Rabway, New Jersay
Gentlemen:

This will acknowledge your new drug application dated
August 1, 1955 submitted pursuant teo
Food, Drug, and Cosmetic Act for the preparation Vitamin K; Tsblets,

Although this submission was preseated as a supplement to
your effective application for Emulsion of Vitamin K; (NDA 8443),
it is beaing considered as a separate new drug applicacion,

| This application was filed on August 3, 1955.

© e have completed our study of this spplication and lo
accordance with the provisioans of the regulation under sectiom
505(c) of cthe Pederal Food, Drug, asnd Cosmetic Act it bas become
effective.

We sre vrequesting luformation om the kt,!ﬁ:iu of the
factor ®@Wysed in the equation for calculating the vitemin
K jcontent of the finished tablets.

Please submit five coplas of the final printed label and
labeling and three finished market packages of the drug when
available.

Sincerely yours,

Ralph G. Suich, M.D.
Chief Wew Drug Braocch
Pivision of Medicine
Enclosure
Bffeccive Paragraphs

ee NY

cc Div Med

EQK

RGSmith: hiw 9/30/55
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Informative literature is availabl EP H Y To N
to physicians on request. ®

(Vitamin K;, Merck)

Each tablet contains:

Keep container tightly closed and
store in a dry place, protected from 5 mg. VItamic_l Ky
light and heat. Usual dose: 5 - 10 mg.

CAUTION: Federal law prohibits dis-
pensing without prescription.

SHARP & DOHME

DELPHIA, PA.
MADE IN U.S.A, DIVISION OF MERCK & CO., INC.

[ 5 mg.
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ment of hypoprothrombinemia due to other MEPHYTON is to maintain a prothrombin thrombinemias infravenous administration may
causes. The oral preparation is indicated for level which is both safe and effective in pre- he wiser. However, in the case of hepatic dis-
non-emergent control of over-prolonged pro- i venting undue blood coagulation. This requires case response fo vitamin K is often poor, being
thrombin times—when bleeding is neither pres- a car:;ful adjustment of ggsage as discussed i limited by the v;:apacilg1 of the liver to utilize the
ent nor considered an early threat, (Emulsion subsequent sections. vitamin. (Based on the same principle the re-
of MEPHYTON for intravenous administration ! MEPHYTON has been used at the end ol sponse of prothrombin level to vitamin K has
is available for use in actual or immediately anticoagulant therapy simply to speed the re- been used as 2 measure of hepatic function. )
threatened emergencies.) turn of prothrombin to normal. T
0, 0x preo ivi .

B USEs co;&ls ’xft l;ﬁ’efag;lﬁ%vfﬁf}%%ﬁmsn}? ;;leté_ As an antidote to anticoagulant effects the dos-
MEPHYTON s recommended for non-emer- eraEl;r]aby the intravenous route—may Be used age of MEPHYTON for non-emergent pro-
gent use in controlling anticoagulant-induced preceding operation to restore a safer prothrom- thrombin control is 5 to 10 mg. As little as 1 to
prothrombin deficiency—as produced by cou- bin level for the operative period, with post- 2.5 mg. have been used with encouraging re-
maring (Dicumarol, Cumopyran, Tromexan, operative resumption of the anticoagulant if sults but this very low dosage is not generally
e b B " Othor vl TEin 18 to 48 Bors aien s e are
mar) and indanediones (Danilone, Indon, Di- Ot onr, hine available, If in ours medication
paxin, Hedulin). 1o Srentmn e S nerlas are amensble ith 5 to 10 mg. of MEPHYTON the prothrom

This use of MEPHYTON allows for smooth- oral preparation is indicated, again in non. bin time has not been satisfactoril shortened
er, safer continuous use of prothrombin-depress- emergencies, when hypoprothrombinemia re- the dose should be repeated. If the ]s;.tual_don
ing antiooagulanl-.:{ thus facilitating the task of sults ¢ inadequate absorption of vitamin K has been misjudged and the prothrombin Lo
the physician and increasing the therapeutic caused by intestinal deficiency of bile second- has continued to increase, intravenous adminis-
advantage to the patient. ary to obstructive jaundice or biliary fistuls tration of Emulsion of MEPHYTON may be

The time for response to oral MEPHYTON (bile salts must also be given); inadequate ab- LY

ds on the anticoagulant bein used, the sorption of vitamin K due to gastrointestinal Small doses of oral MEPHYTON ﬂl‘g strongly
degree of prothrombin deficiency, E‘he dose of disease as sprue, ulcerative colitis and coliac advised in order that the chance of un “g mter-
HYTSN, and thigeneral condition of the disease or to extensive surgical removal of gas- ference with anticoagulant therapy may be min-
tent. In general, after oral administration, trointestinal tissue (bile salts may be needed }; imized.
g:neﬁcial effects are apparent in 6 to 10 hours. inadequate endogenous production of vitamiy Fifteen to 25 mg. doses or even more of oral
When quite small doses of MEPHYTON are K due to the inhibition of intestinal bacteria by MEPHYTON ma occasionally be _selected if in
sen—as they should be for non-emergent oral sulfonamides or antibiotics; the toxic action the judgment of the physician the circumstances
gthmmbin control—the response to a single of agents such as salicylates and phenylbuta- call for relatively vigorous action but do not
¢ may vary, necessitating repeated dosage ‘ Zone; neo-natal deficiency of prothrombin (for re%nre the intravenous use of Emulsion of
in some cases, It is advantageous to use small prophylaxis and only by administration to the MEPHYTON. :
oral doses of MEPHYTON because certain ef- mo&er at least 12 to 24 hours before de]iveryf; Up to 50 mg. of MEPHYTON, given at least
fects are avoided or minimized. These effects 2 dietary deficiency of vitamin K (extreme y 24 hours preoperatively (or 12 hou:‘:(i})reopem-
are (1) refractoriness to further anticoagulant rare) and hepatic disease, In general the re- tively if intravenously administered), along
therapy and (2) a drop in prothrombin below sponse of so caused hypoprothrombinemias to with temporary discontinuation of the anticoag-
the therapeutically effective anticoagulant level, vitamin Ki should be excellent, though in the ulant, is recommended for restoration of pro-
The ideal goal of treatment with oral more marked but stll non-emergent YPOpIO- thrombin to  safer limit for the operative period




with its greatly au ted hazayd of hemor-
rhage. For this 754 of the normal prothrombin
ek br’flnﬂaagmed' herapy and th
In genel response to thera e
fumregcourse of acti%n shounld be %termined
on the basis of the patient’s glinical reaction and

other causes also varies widely and depends on
the nature and severity of the condition. When-
ever the endogenous supply © bile to the gas-
rointestinal tract is lessen le salts must be

iven along with orally administered MEPHY-

ON. In obstructive jaundice or biliary fistula
as littlo as 2 mg. daily may sulfi
as 20 mg. or more a da
gastrointestinal disorders interfering with vita-
min absorption usually 5
more daily, may be neeéed; as an antidote to
toxieity from salicylates or other drugs 25 to 50
ed; for hypopro-
thrombinemia induced by oral sulfonamides or
antibiotics up to 15 mg.; in hepatic disease
mg. given intravenously times a week has
been reported useful—trial with orally admin-
istered ON is justified; for hemor-
rhagic disease of the new! 0.5 to 2 mg. is
considered adequate for prophylaxis by admin-
istration to the mother.

As previously stated the intravenous (rather
than the oral) preparation of MEPHYTON s
specifically indicated for emergencies; it is also
recommended in situations where oral medica-
tion is impractical or contraindicated.

CAUTIONS

When oral vitamin Xi is used to correct undue
anticoagulant-induced hypoprothrombinemia,
while anticoagulant therapy is still indicated, it

should be remembered that the patient already
prone to abnormal clotting may occasionally be
re-exposed to the same hazards of intravascular
clotting that existed prior to initiation of anti-
coagulant therapy. MEPHYTON is not & clot-
ting agent, but o ous vitamin X1 therapy
resultgg in restoration of the prothrombin time
to or too near normal may thus also restore
pre-existent conditions w ich originally predis-
?Oosed to thrombo-embolic phenomena. There-
re dosage of MEPHYTO should be kept as
low as possible and prothrombin times should
be checked re rellva so that the prothrombin
may be properly b need between levels pro-
tecting the patient from abnormal clot forma-
tion on the one hand and pathologic hypopro-
thrombinemic bleeding on the other.
Temporary resistance to prothrombin-de-
?ressin anticoagulants may result, especiakly
om the use of the larger doses of oral
MEPHYTON. These larger doses of MEPHY-
TON should be avoided unless considered ab-
solutely essential. If relatively large doses of
vitamin K1 have been used it may be necessary
in re-instituting anticoagulant therapl\;x to use
somewhat larger doses of the prot ombin-
depressing anticoagulant or to use au anticoag-
ulant acting on a different principle, such as
heparin sodium.
HOW SUPPLIED
Tablets of MEPHYTON are supplied as 5 mg.
tablets, in bottles of 100.

SHARP & DOHME
PHILADELPNIA, PA.
DIVISION OF MERCK & CO., INC.

SD4052-P 658 Ph. 193100 Printed in U.S.A.

o
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DIVISION OF MERCK & CO. INC. WEST POINT, PENNSYy’

August ¢, 1956

New Drug Branch

Division of Medicine

Food and Drug Administration

Department of Health, ®ducation,
and Welfare

Washington 25, D.C.

Gentlemens

Re: 'Mephyton' Compressed Tablets
NDA 10104

Enclosed are five copies of printed label, carton,
and basie circular for '"Mephyton'! Compressed Tablets.
Under separate cover we are sending you three market
packages of this product (Fin. No. N6720). This is
to complete your flles on this subject.

Thank you for your continulng courtesy and cooperation.

Very truly yours,

Services

HST/egm
Enelosure
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MERCK & CO., INC.
CHEMICAL DIVISION

R A HWAY, N E W J ERS EY

Avgust 1, 1955

Commissioner

Food and Drug Administration

Department of Health, Education,
and Welfare

Washington 25, D. C.

Gentlemens:

We are writing in connection with our new drug
application for Emulsion of Vitamin K; (NDA SLhS).

As a supplement to this application, we are at-
taching, in duplicate, pertinent data to support the oral
use of this vitamin in tablet form. The clinical useful-
ness of this tablet is similar to that of the emulsion
product.

Your early consideration of this application would
be apprecieted,

Very truly yours,

rmﬁ{ ey INC,
: M, /foung
emicpl Confrol Division

JMY smoc
AttaCho



Form ¥D- 358
DEPARTMENT OF HEALTH, EDUCATION, AND WRLFARE
Food and Drug Administration § #
ot . L DO USE THYS.SPACE
Original [J or Supplemental :Application e " S. 5 S
Name of applicant MERCK & COy InCs.. NDA No. jOJD..L‘L ...............
Address ...~ Rahway,. New Jersey : Received ... =37 S
Date ——Bugusk 1, 1955 Filed
Name of new drug ——-YVitamin Ky Tablets Applicant notified ...
5 nge Each

(If this is a supplemental application, see Item (8) on page 2)

To the SECRETARY, DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
Washington 25, D, C.

DEAR SIR:

The undersigned, MERCK & CO0y Ince , submits this application
with respect to a new drug pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act.
Attached hereto, in duplicate, and constituting a part of this application are the following:

é 1) Full reports of all investigations which have been made to show whether or not the drug is safe
or use,

(These reports should include, where necessary, detailed data derived from appropriate animal or other biological
experiments in which the methods used and the results obtained are clearly set forth. Furthermore, reports of all
clinical tests by experts, gualiﬁed by scientific training and experience to evaluate the safety of drugs, should be
attached and should include detailed information pertaining to each person treated including age, sex, conditiong
treated, dosage, frequency of administraticn, duration of administration of the drug, results of elinical anci laboratory
examinations made, and a full statement of any adverse effects and therapeutic results observed. }

(2) A full list of the articles used as components of the drug.

{This list should include 2l substances used in the synthesis, extraction, or other method of preparation of the drug
regardless of whether they undergo chemical change in the process.)

(8) A full statement of the composition of the drug.

(This statement should set forth the name and amount of each ingredient, whether active or not, contained in a stated
quantity of the drug in the form in which it is to be distributed.)

t(I;I)d(a) A full description of the methods used in the manufacture, processing, and packing of
e drug,

(b) A full description of the facilities and controls uged for the manufacture, processing, and
packing of the drug. . '
{Included in this description should be information, when applicable, on the following:
(i) Precautions to insure proper identity, strength, and purity of the raw materialg, including the specifications for
acceptance of each lot of raw material.

(ii) Whether or not each lot of raw materials is given a serial number to identify it and the use made of such num-

bers in subsequent plant operations.

(iii) Method of preparation of formula card and manner in which it is used. _

t(.ljzv)drlfnumber of individuals checking weight or volume of each individual ingredient entering into each bateh of
e drug.

(v) Whether or not the total weight or volume of each batch is determined at any stage of the manufacturing
process subsequent to making up a batch according to the formula card and at what stage and by whom this is done.
(;‘l'i) _P]ﬁt.:cautions to check the total number of finished packages produced from a batch of the drug-with the theoreti-
cal yie

(vii) Precautions to insure that the proper Jabels are placed on the drug for a particular lot.
3viii) The analytical controls used during the various stages of the manufacturing, processing, and packing of the
rug, mcludinf a detailed description of the collection of samples and the analytical procedures to which they are
subjected. If the article is one which is represented as sterile, the same information should be given for sterility
controls, ‘Include the specifications required for acceptance of each lot of the finished drug.
(ix{(.An explanation of the exact significance of any control numbers used in the manufacturing, processing, and
packing of the drug, mcludingeany code numbers which may appear on the label of the finished erticle. State
whether or not any of the numbers appear on invoices, '

(x) Additional procedures employed which are designed to prevent contamination and otherwise insure proper
control of the product.)

R387-C 354



(6) One complete unit or package of the drug.
(If for any reason it is not practicable to submit such unit with the application, the reason should be stated. In cage

the drug is available only in limited quantity, a statement should alsc be made as to the extent to which samples of
the drug and of the articles used as components of it will be available if requested by the Administrator.)

{6) Five copies-of each label and other labeling to be used for the drug.

(Bach label, or other labeling, should be clearly identified to-show its position on, or the manner in which it accom-
panies, the market package, The labeling should contain a statement of all the conditions under which the drug is
to be used; or the_label should identify specifically a brochure or other printed matter containing adequate direc-
tions bfor sgge), by physicians, dentists, or veferinarians, as the case may be, under all conditions under which the drug
is to be used. .

(7) The drug is (or is not) to be exempt under regulation 1.106(b) or (c) as amended from the
requirement of section 502(f) (1) of the Act that its labeling bear adequate directions for use.

(If the drug is to be so exempt, five copies of a brochure or other printed matter containing adequate directions for use
under all conditions under which the drug is to be used should be attached, and a statement should be made showing
that such brochure or other printed matter is readily available to physicians, dentists, or veterinarians, or if not that
it is to be made so available upon the application’s becoming effective. If the drug is to be so exempt, the labels,
submitted with the application, should state that the‘brociura or other printed matter is available to physicians,
dentists, or veterinarians upon request.)

(8) If this is a supplemental application, full information on each proposed change concerning any
statement made in the effective application.

(After an application has become effective, a supplemental application should be filled setting forth any proposed
change in the conditions under which the drug is to be used, in the labeling thereof, in any circumstance relating to
its preduction, or in any other information contained in the effective application. The supplemental application may
omit statements made in the effective application,concerning which no change is proposed.)

Very truly yours,

This application must be signed by the applicant or by his attorney or agent or, if a corporation, by

an authorized official.

The data specified under the several numbered headings should be on separate sheets or sets of sheets,

suitably identified. The sample of the drug, if sent under separate cover, should be properly identified

on the outside of the shipping package.

The applicant will be notified of the date on which his application is filed. An incomplete application

will not be filed but the applicant will be notified in what respect his application is incomplete.-

ALL APPLICATIONS SHOULD BE SUBMITTED IN DUPLICATE
SINGLE COPIES WILL NOT BE ACCEPTED FOR FILING
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Tablets Mephyton®

EDA lNo.
10-104

PROTHROMBIN DETICIENCY

Referances:

1.

4.

7.

8.

10,

1%,

¥£11, J. M., $peer, R. J., Robarts, A, and Maleney, ¥.:
Hypoprothrombinania and hypoproconvertinenia during pregnancy,

Cosgriff, 5. W,: The effectivenass of an oral vitamin K] iIn
controlling excessive hypoprothrombinenia during antlcoagulant
therapy, Ann. Int, Med, 45: 14-22, July 1924,

zacen, H. T.: Vitamin K deficiency associated with prolengad anti-
biotic aéministration, Arch. int. Med. 100: 986-988, Dec. 1§57.

ssceriadou-Samartzis, E. and Leikin, 5.: Toe relation of

vitamin K to hyperbilirubinemia, Pedlatrics 21: 397-402, 1920,

sehirgar, A., Spiterzl, J. A, and Ragen, P. A.: Small doses of
vitauin ¥X; for correction of reduces prochrombia activity,
Proc, Staff Xeat. Mayo Clin. 34: 453-458, Sapt. 16, 1959,

Ghaw, S.: TIdiepathic steatorrhoea and haemorrhage due to mal~
absorprion of vitamin X, Brii, M. J. 2; 647-648, Auz. 27, 1980,

saoshkas, M., Willner, M., Pontoriere, G. and Chicng, R.:
Ngplubilized" vitanin X1 {phytonadions) in neonatél hypopio-
thrombinemia, J. Fediat, 58: 27-3, Jan. 1961,

vietti, T, J., Stephens, J. C. and Bemuets, K. k.1 Vitanin ]
oi-ophylax{s in the newborn, JAMAL 1760 791-793, June 3, 1961.

ghoshkes, M., Rothfeld, E. W and Jacobs, ¥.: ' Gelloildally suspanded
phytonadions In bishydroxycoumarin-laduced wypoprothronbinania,
Am. J. fardiol, 8: 72-75, July 1961 (in Report on THRTRPY) -

Wsaver, W. 7., anlyan, W. G. and Pustlethwait,'k. W.: Blooc coagulation
factors Iin liver disease, Surgary_ﬁﬁ: 207=-212, July 1961,

Waineyr, M. and Farhangi, ¥.: The tasponse of hypoprothrosvinenia
42 elrrhosis to vitamin K3 and X3, Am. J. Med. Sc. 242: 267-210,
Aug. 1951,

ﬁ;.
e
12, Wefring, K, W F
ChRSta e - lenmorrhese in tle Y -
propkylaxis, J, Pediat, &1: aaa-asz?E;Q:THIEQS vitemia K
13, Ballard, H, S. and ¥ .
IF L} [N 4.31'1:!.1.5' A. J‘:- Decom an bﬂd
eirrhosic, Areh, Int. Med. 117: 132'135.pFa:? lgagortal
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Panel ¢n Drugs Used in Hematologic Disorders

IRDICATICNS

Anticeagulant-induced prothrombin deficiency,
EVALUVATION: Effective,

COMMENTS: Vitamin K, has been known a&s an effective antidoke to
coumarin-like diugs for glmost 20 yeare and is now among Lh: agents of
choice,

DOCUMENTATICH :

1, James, D, F., I. L, Bennete, Jr., P, Scheinberg, and J. J, Butler.
Clinicel studies on dicumarol hypoprothrombinenia and vitamin K
Preparations, I. Superiority of vitamin K, oxide over menadione
sodivm bisulfite U,5.P. and Bynkayvite in reversing dicumarol
hypeprothrombinemia, Arch, Intern, Med, B3:632-852, 1949,

Prophylaxis and therapy of hemorrhapic disease of the newborn,
EVALUATIN: Effective, bur . , . .

COMMENTS: When hemorrhagic disease nf the nevbom in due to vitamin K
deficiency, vitemin K, is safe and effective, However, only small doses
are required and the Lup to 10 mg" recommended sre probably excescive
{1}, The dose should not be repeated, for failure to respond inplies

a different diagnosia,

Clinical evidence 1s fuggestive that vitamin g prephylaxis in the
mother 1{s effective in Preventing hemorrhagic disesse of the newhorn

(2}

DOCUMENTATICH :

1. 4&balli, A. J., V. L. Banus, 5, de Lamerens, and 5. Rosengvaig,
Coagulation studies in the newborn period, FII, Hemorrhagic
disease of the newborm. A,.M.A, J. Dis. Child. 97:524-548, 1959,

2, Stefaninf, M,, and W, Dameshek, Diseasas due to deficiency of
factors participating in the blocd codgulation mechanism, pp, 247-
307. In The Hemorrhagic Disorders. {¢nd ed.) New York: Grune
& Stratton, Inc,, 1962,

Maternal hemorrhage due to hypoprothrombinemia,

EVALUATION: Ineffaective,



IV,

V.

Page 2 of &

MEFIYTON
NDA 10104
LOG 789

COMMENTS: This Indication iz too vague, The usual type of maternal
hemorrhage with a long "prothrombin time" is probebly due to
defibrinarion, which will not respond to vitamin K, The use of
vitamin K in this obstetric emergency typically Postpones proper
disgncsis and appropriate treatment.

DOCUMENTAT IR

1. Verstraete, M., €. Vermylen, J. Vermylen, and J, Vandenbroucke.
Excessive comsumption of blood coagulation components as cause
of hemorrhagic diathesis. Amer. J. ded. IB:89%-908, 1965,

Presurgical uge when hypoprothrombinemia is present or suspected,
EVALJATION: Ineffective,

COMMENTS: This is too vague, when applied tov patients not on known
drug therapy. Most such prolongation of prothrombin time will not
represent vitamin ¥ deficiency,

DOCUMENTATIN
1. Informed judgment and opinion of the Panpel,

Bypoprothrombinemia due to cother causes, including factors limicing
abgorption, inhibition, or destruction of viramin K, e.g., obetr ictive
jaundice and bi{liary fistula,

EVALUATION: Ineffectiva,

COMMENIS: Water-soluble vitamin K orally or any vitamin X preparation
parenterally are required to cerrect these conditiorns. This response
has leng been common knowledge,

DOCUMENTATION :

1, Cobm, V., H.,, and H, G, Mandel, Fat-soluble viramins, ¥I. Vitamin
K and vitamin E, pp. 1697-1706. In L, 5. Goodman and A. Gilman,
Eds. The Pharmacological Basis of Therapeutice. (3rd ed.)

Rew York: The Macmillan Co., 1955.

Hypoprothrombinemia due to sprue, ulcerative colitlis, celinc diseasea,
or inteatinal resesction,

EVALUATION: Ineffective.

V1I.
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COMMENTS: Tntestinal malabsorption syndromcs arte well-known sources
of vitamin K deficiency, but only the parenteral preparations are
effective in these diseorders.

DOCIMENTATION -

1. Spasct, T. H., and M. Kropatkfn., Studies on "prothrombin
derivatives" in vitamin K deficiency., Arch, Totern. Med.
102:558--561, 1938,

Hypoprothronmbinemia due to antibacterial therapy,
EVALUATION: Effective,

COMMENTS: Evidently, at least part of the huwan vitamin K requiremcnt
is met by synthesis in the gut by bacteria, Ofter patients in this
category have s deficient diet as well,

DOCIRMENTAT TOMN ¢ -

1. Cohn, V¥, H., and H. G, Mandel, Fat-soluble vitamins, 1I. Vitamin
K end vitamin E, pp. 1697-1706, In L. S. Goodman and A. Gilman,
Eds. The Pharmacological Basis of Therapeuties., ({3rd ed,)

New York: The Macmillan Co,, 1965.

Hypoprothrombinemia due to drug administration,
EVALUATION: TIneffective,
COMMENTS: Unless & drug specifically affects vitamin K metabolism,

vitamin ¥ therapy will be Ineffectiva, Streptokinase may (for example)
produce a prolonged prochrombin time unaffected by vitamin K,

BOCUMENT AT TON ,
1. Informed judgment and opinion of the Pancl,

Hepatic disease, with prothrombin deficlency,
EVALUATTON: Ineffective,

COMMENTS: In parenchynatous liver disease vitamin K stores are
typically adequate. The use of vitamin K preparations In this group
of disorders may actually worsen the clotting defect, Documentation
should be provided that slight fmprovement of the prothrombin ¢ime
lessens the danger of serious hemorrhage.
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DOCIMENTAT IO :

1, Unger, P, N., and 5. Shapiro. The prothrombin response to
the parenteral administration of large doses of vitamin K in
gubjects with normsl liver functicn and in cases of liver
disease: a standardized test for the estimation of hepatic
function., J. Clin. Invest. 27:39-47, 1948,

Different spectrums of clinical activity exist for the various
vitamin K preparations (1ipid-soluble vs, wataer-soluble} and routes
of administraticn (oral vs, parenteral). For this reaszon the

Panel recomuends that oral and parenteral vitamin ¥ preparations
not be incorporated into one package insert,

e —

General Statement gn the Use of Vitamin K Preparalions for Hypoprothrombinemia.

The physiologic funchion of vitamin K is related to the hepatic biosyulhesis
of clotting factors TI, VII, IX, and X, The chief clinical manifestation of
vitamin E deficiency is an increased blecding tendency most commonly detected
by demonstration of increased prothrombin time,

Menadione and natural vitamin K are lipid-soluble substances, but active water-
soluble derivatives of meuwadione may be prepared by forming the sodium bisulfite
salt or the tetrasodium sait of the diphosphoric acid ester, These lipid-
soluble and water-soluble vitamin K preparations have different spectrums

of ctinical activity., For this reason, cral (lipid-soluble or water-sclublc)
and parenteral preparations should not be fncorporated in a ~ommwon package
Insert,

HAypoprothrombinemia may Le assoclated with prelenged biliary fistula and incra-
hepatic or extrahepatic biliary obsrruction because the lipid-soluble vitamin
is poorly absorbed in the absence of bile, Parenteral therapy, oral water-
solubic preparations, or oral fat-soluble preparatiorns with concomitantly
administerad bile salts are required in this condition. Hypoprothrombinemia
following hepatocellular disease Is usually not favorably Influenced, and In
fact may be further augmented by the administration of vitamin K-(8). The
response of hypoprotironbinemia to parenteral vitamin K adminigtration has

been uzed as & test to distinguish between jaundice due te obstructiom and

that due to hepatocellular disease, although this test way now be outdated.

Hypoprothronbinemia secondary te disorders of intestinal absorption, such as
sprue, cystic fibrosis of the pancreas, regional enteritis, ulcerative colitis,
gastrointestinal fistula, and extensive bowal resectfon, should be treated
with parenteral vitamin K preparations {(4).

Hypoprothrombinemis srising from a purely dietary deficiency of vitamin K 1.
probably never seen, HNot only is the vitamin present in many foods, but it
{8 synthesizad by intestinal bacreria (1). The 'presence ¢f almost complete
dietary restriction combined with antibiotic sterillzation of the Irtestinal
tract may lead to vitamin K deficlency. Either oral or parenteral vitamin K
preparations may be administered to correct the ensuing deficiency.

The newborn normally has low levels of vitamin K-dependent clotting factors,
These may be further depressed and accompanied by hemorrhagic manifestations
in rare cages, Vitamin K, given prophylactically te the mother (5} or to
the afflicted Infant, will probably reverse this abnormality. It should be
noted, however, that most hemorrhagic disease In the newboern is not a result
of vitamin K deficiency, The use of water-solublz or syothetic vitamin K
derivatives, reported to produce hemolytic anemia, hyperbilirubinemia, and

kernicterug in the newborn, sspecially in premature infants, 13 not recomrended (2),
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Drug-induccd hypoprothrombinemia following the use of vitamin K antagonists
should be treated with the fat-seluble or nalural vitamin X preparation, and

not the synthetle vitamin K preparations, which are censiderably less effective
for this purpose (3).

DOCIRENTAT10M ;

}, Cokn, ¥. H., 2nd H. €. Mandel. Fat-zcluble wvitamins, II. Vitamin K
and vitamin E, pp. 1697-1706. 1In L. 8. Goodman and A. Gilman, Eds.

The Pharmacological Basis of Therapeutics, (3rd ed.) New York: The
Macmillan Co,, 1965,

2. Dyggve, ll. Bilirubin studles in premature infants who received menadione
derivatives or vitamin Ky at birth. Acta Paediab, 49:230-242, 1960.

3., James, D, F., 1. L. Bennett, Jr., P, Scheinberg, and J. J. Butler,
Clinical studiecs on dicumarol hypeprothrowbincmia and witemin K
preparatisns. I. Superiority of vitamin K] oxide over menadione
sodium bigulfite U,8.P. and synkayvite in reversing dicumarecl
bypoprothrombinemia. Arch., Intern. Med. 83:632-652, 1949,

4. Spaet, T. H., and M, Kropatkin, Studies on "prothrombin derivatives"
in vitamin X deficiency. Arch, Intern. Med, 102:558-561, 1958,

3. Stefanini, M,, and W. Dameshek, Diseases due to deficiency of factors
participating in the bloud ceagulation mechanim, op, 247-307. In The
Hemorrhagic Disorders, (Znd ed.) Mew York: Grune & Stratton, Inc., 1962.

6. Unger, P. N., and 5. Shapiro. The prothrombin response to the parenteral
administration of large doses of vitamin K in subjects with normal liver
function and in cases of liver discase: a standardized test for the
estimation of hepatic functien, J. Clin, Invest, 27:39-47, 1948.
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methods, facilities, and controls, in ac-
cordance with the requirements of sec-
tion 512 of the act.

Written comments regarding this an-
nouncement, including reaquests for an
informal conference, may be addressed to
the Bureau of Veterinary Medicine, Food
and Drug Administration, 5600 Fishers
Lane, Rockville, Md. 20852,

The manufacturer of the listed drug
has been mailed a copy of the NAS-NRC
report. Any other interested person may
also obtain a copy by writing to the Food
and Drug Administration, Press Rela-
tions Staff, 200 C Street SW., Washing-
ton, D.C. 20204.

This notice is issued pursuant {o pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 512, 52 Stat.
1050-51, 82 Stat. 343-51; 21 U.S.C. 352,
360b) and under authority delegated to
the Commissioner of Food and Drugs
(21 CFR 2.120).

Dated: July 24, 1970.

-SaMm D. FINE,
Associate Commissioner
for Compliance.

[F.R. Doc. 70-11141; Filed, Aug. 24, 1970;
8:46 a.m.}

[DESI 0151NV]

PENICILLIN, STREPTOMYCIN, AND
VITAMIN PREPARATION

Drugs for Veterinary Use; Drug Efficacy
Study Implementation

The Food and Drug Administration has
evaluated a report received from the Na-
tional Academy of Sciences-National Re-
search Council, Drug Efficacy Study
Group, on Medic-Aid 2-50 Soluble; each
pound contains 10 million units penicillin
(from procaine penicillin), 30 million
units penicillin (from potassium penicil-
lin), 120 grams streptomycin sulfate, 6
million units vitamin A, 4 million I.C.
units vitamin D, and 4 grams of vitamin
K (menadione sodium bilsulfite) ; mar-
keted by Salsbury Laboratories, Charles
City, Iowa 50616.

The Academy evaluated this prepara-
tion as probably not effective for use in
drinking water against bacterial infec-
tions of poultry, swine, and calves.

_The Academy stated:

1. Each disease claim should be prop-
erly qualified as “appropriate for use in
(name of disease) caused by pathogens
sensitive to (name of drug).” If the dis-
ease cannot be so qualified, the claim
must be dropped.

2. Claims made “for prevention of” or
“to prevent” should be replaced with “as
an aid in the control of” or “to aid in the
control of”.

3. Substanfial evidence was not pre-
sented to establish that each ingredient
designated as active makes a contribu-
tion to the total effect claimed for the
drug combination.

4, The label should warn that treated
animals must actually consume enough
medicated water to provide a therapeutic
dose under the conditions that prevail,

NOTICES

and as a precaution state the desired
amount of drug per unit of animal weight
per day for each species as a guide to ef-
fective use of the preparation in drinking
water. ’

5. The disease claims for streptomycin
sulfate in this preparation must be re-
stricted to diseases involving the gastro-
intestinal tract because of the chemical
and pharmacological properties of strep-
tomycin sulfate.

_ 6. Penicillin doses recommended are
too low.

The Food and Drug Administration
concurs in the Academy’s evaluation.

This evaluation is concerned only with
the drug’s effectiveness and safety to the
animal to which administered. It does not
take into account the safety for food use
of food derived from drug-treated ani-
mals. Nothing herein will constitute a
bar to further proceedings with respect
to questions of safety of the drug or its
metabolites as residues in food products
derived from treated animals.

This announcement is published (1)
to inform the holders of new animal drug
applications of the findings of the Acad-
emy and the Food and Drug Administra-
tion and (2) to inform all interested per-
sons that such articles to be marketed
must be the subject of approved new
animal drug applications and otherwise
comply with all other requirements of
the Federal Food, Drug, and Cosmetic
Act. ; .

Holders of new animal drug applica-
tions are provided 6 months from the
date of publication of this announce-
ment in the FEpERAL REGISTER to submit
adequate documentation in support of
the labeling used.

Each holder of a “deemed approved”
new animal drug application (ie, an
application which became effective on
the basis of safety prior to Oct. 10, 1962)
for such drugs is'requested to submit up-
dating information as needed to make
the application current with regard to
manufacture of_the drug, including in-
formation on drug components and com-
position, and also including information
regarding manufacturing methods, facil-
ities, and controls, in accordance with
the requirements of section 512 of the
act. -

Written comments regarding this an-
nouncement, including requests for an
informal conference, may be addressed to
the Bureau of Veterinary Medicine, Food
and Drug Administration, 5600 Fishers
Lane, Rockville, Md. 20852,

The holder of the néw animal drug
application for the listed drug has been
mailed a copy of the NAS-NRC report.
Any manufacturer, packer, or distributor
of a drug of similar composition and
labeling to the listed drug or any other
intérested person may obtain a copy by
writing to the Food and Drug Adminis-~
tration, Press Relations Staff, 200 C
Street SW., Washington, D.C. 20204.

This notice is issued pursuant to provi-
sions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 512, 52 Stat.
1050-51, 82 Stat. 343-51; 21 U.S.C. 352,
360b) and under authority delegated to

the Commissioner of Food and Drugs
(21 CFR 2.120),

Dated: July 7, 1970,

Sam D. FINE,
Acting Associate Commissioner
for Compliance.

[F.R. Doec. 70-11142; Filed, Aug. 24, 1970;
© 8:46 a.m.]

[DESI 2139]
[Docket No. FDC-D-218; NDA 2-139 ot al.]

MENADIOL SODIUM DIPHOSPHATE,
MENADIONE SODIUM BISULFATE,
MENADIONE, AND PHYTONA-
DIONE

Drugs for Human Use; Drug Efficacy
Study Implementation

The Food and Drug Administration
has evaluated reports recelved from the
National Academy of Sciences-National
Research Council, Drug Efficacy Study
Group, on the following drugs:

1. a. Menadiol sodium diphosphate;
marketed as Synkayvite Ampuls by
Roche Laboratories, Division of Hofi-
man-LaRoche, Inc;, 340 Kingsland Ave-
nue, Nutley, N.J. 07110 (NDA 3-718).

b. Menadiol sodium diphosphate;
marketed as Synkayvite Tablets by
Roche Laboratories, Division of Hoff~
man-LaRoche, Inc. (NDA 3-718).

2. Phytonadione; marketed as Kona-
kion Injectable by Roche Laboratories,
Division of Hoffman-LaRoche, Inc.
(NDA 11--745).

3. Phytonadione; marketed as Aqua-
mephyton Injection by Merck Sharp &
Dohme, Division of Merck and Company,
Inc., Rahway, N.J. 07065 (NDA 12-223).

4, Phytonadione; marketed as Mephy-
ton Tablets by Merck Sharp & Dohme,
Division of Merck & Co.,, Inc. (NDA

10-104).

5. a. Menadione sodium bisulfite mar-
keted as Hykinone Tablets by Abbott
Laboratories, 14th Street and Sheridan
Road, North Chicago, Ill. 60064 (NDA
2-694).

b. Menadione sodium bisulfite; mar-
keted as Hykinone Injection by Abbott
Laboratories (NDA 2-694).

6. Menadiol sodium diphosphate; mar-
keted as Kappadione Injection by EIi
Lilly and Co., Inc., Post Office Box 618,
Indianapolis, Ind. 46206 (NDA 5-1725).

7. Menadione Tablets; marketed by
Eli Lilly & Co., Inc. (NDA 2-139).

The drugs are regarded as new drugs
(21 U.S.C. 321(p) ). Supplemental new-
drug applications are required to revise
the labeling in and to update previously
approved applications providing for such
drugs. A new-drug application is re-
quired from any person marketing such
drugs without approval.

The Food and Drug Administration is
preparéd to approve new-drug applica-
tions and supplements to previously ap-
proved new-drug applications under con-
ditions described in this announcement.

I. Menadiol- sodium  diphosphate;
menadione sodium bisulfite; menadione
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'jor oral administration—A. Effective-
ness classification. The Food and Drug
Administration has considered the Acad-
emy reports, as well as other available
evidence, and concludes that:

1. a. Menadiol sodium diphosphafe,
menadione sodium bisulfite, and mena-
dione are effective for use in the indi-
cations stated in the labeling conditions
in paragraph IC.

b. Although these drugs may be effec-
tive in preventing hemorrhagic disease
of the newborn, the risks associated with
such use do not justify administration
to the newborn or to the mother during
the last weeks of pregnancy.

2. There is a lack of substantial evi-
dence of effectiveness for the following
indications which appear in the labeling
of one or more of these drugs: Hypo-
prothrombinemia secondary to impaired
absorption from gastrointestinal fistu-
las, ulcerative colitis, and conditions as-~
sociated with steatorrhea, such as sprue,
celiac disease, and cystic fibrosis of the
pancreas; after the administration of
large doses of quinine; after.the admin-~
istration of prothrombin-depressing
drugs, such as barbiturates; prevention
of secondary hemorrhage after tonsillec-
tomy; liver disease; anticoagulant-
induced hypoprothrombinemia; and
prophylaxis in surgery.

B. Form of drug. These preparations
are in tablet form suitable for oral ad-
ministration,

" Q. Labeling conditions. 1. The label
bears the statement “Caution: Federal
law prohibits dispensing without pre-

; scription.”

2. The drug is labeled to comply with
all requirements of the Act and regula-
tlons, Its labeling bears adequate infor-
mation for safe and effective use of the
drug and is in accord with the guidelines
for uniform labeling published in the
FEDERAL REGISTER of February 6, 1970.
The “Indications” section is as follows:
(Labeling guidelines for the drug are
available from the Administration on re-

quest.)

. INDICATIONS

Vitamin K deficlency secondary to the ad-
ministration of antibacterial therapy.

Hypoprothrombiemia secondary to ob-
structive jaundice and biliary fistulas. Bile
calts must be administered concomitantly.

Menadione is ineffective alone, The menadiol

esalts may be effective alone,

Hypoprothrombinemis secondary to ad-
ministration of salicylates.

II. Menadiol sodium diphosphate and
menadione sodium bisulfite injection.——
A. Effectiveness classification. 'The Food
and Drug Administration has considered
the Academy reports, as well as other
gvailable evidence, and concludes that:

1. a. Menadiol sodium diphosphate
and menadione sodium bisulfite injection
are effective for the indications stated in
the labeling conditions in paragraph IIC.
These drugs are also effective for use
as a liver function test. This use does not
now appear in the indications in para-~
graph C, as such use is now probably
archaie; however, it may be included in
the labeling with properly qualifying
comments,
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b. Although menadiol sodium diphos-
phate and menadione sodium bisulfite
injection may be effective in preventing
hemorrhagic disease of the newborn, the
risks associated with use of these drugs
in the newborn do not justify adminis-
tration to the newborn or to the mother
during the last few weeks of pregnancy.

2. There is a lack of substantial evi-~
dence that menadiol sodium diphosphate
and menadione sodium bisulfite injection
are effective for the following indications
for which one or both drugs are recom-
mended: Hypoprothrombinemia second-
ary to the administration of large doses
of quinine; after administration of pro-
thrombin-depressing drugs, such as bar-
biturates; _prevention of secondary
hemorrhage after tonsillectomy; Iliver
disease; anticoagulant-induced hypo-
prothrombinemia; prophylaxis in surg-
ery; impaired liver function massive
hemorrhage; and cirrhosis of the liver,
toxic and infectious hepatitis, acute yel-
low atrophy and neoplasms of this organ.

B. Form of drug. These preparations
are sterile solutions suitable for paren-
teral administration.

C. Labeling conditions. 1. The label
bears the statement “Caution: Federal
law prohibits dispensing without pre-
scription.” .

2. The drug is labeled to comply with
all requirements of the Act and regula-~
tions. Its labeling bears adequate infor-
mation for safe and effective use of the
drug and is in aecord with the guidelines
for uniform labeling published in the
Feperal. REGISTER of February 6, 1970.
The “Indications” section is as follows:
(Labeling guidelines for the drug are
available from the Administration on
request.)

INDICATIONS

Hypoprothrombinemia secondary fo factors
limiting absorption of synthesis of vitamin
K, e.g., obstructive jaundice, biliary fistula,
sprue, ulcerative colitis, celiac disease, in-
testinal resection, cystic fibrosis of the pan-
creas, regional enteritis, and antibacterial
therapy.

Hypoprothrombinemia secondary to ad-
ministration of saliciylates.

I. Phytonadione for oral adminis-
tration—A. Effectiveness classification.
The Food and Drug Administration has
considered the Academy reports, as well
as other available evidence, and con-
cludes that the drug:

1. Is effective for the indications
stated in the labeling conditions in para-
graph I11.C.

2. Lacks substantial evidence of effec-
tiveness for its recommended use for:
maternal hemorrhage due to hypopro-
thrombinemia; hypoprothrombinemia
due to drug administration; hepatic dis-
ease, with prothrombin deficiency; pre-
surgical use when hypoprothrombinemia
is present or suspected; and hypopro-
thrombinemia due to other causes, in-
cluding factors limiting absorption, in-
hibition, or destruction of vitamin K,
e.g.,, obstructive jaundice and biliary
fistula. .

B. Form of drug. Phytonadione prep-
arations are in tablet form suitable for
oral use.

~
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C. Labeling conditions. 1. The label
bears the statement “Caution: Federal
law prohibits dispensing without pre-
seription.”

2. The drug is labeled to comply with
all requirements of the Act and regula-~
tions. Its labeling bears adequate infor-
mation for safe and effective use of the
drug and is in accord with the guidelines
for uniform labeling published in the
FEDERAL REGISTER of February 6, 1970.
The “Indications” section is as follows:
(Labeling guidelines for the drug are
available from the Administration on
request.)

INDICATIONS

Anticoagulant-induced prothrombin de-
ficiency.

Hypoprothrombinemia secondary to anti-
bacterial therapy.

Hypoprothrombinemia secondary to ad-
ministration of salicylates.

Hypoprothrombinemia secondary to ob-
structive jaundice or biliary fistulas. Bile
salts are administered concurrently.

IV. Phytonadione injection—A. Effec-
tiveness classification. The Food and
Drug Administration has considered the
Academy reports, as well as other avail-
able evidence, and concludes that:

1. Phytonadione injection is effective
for the indications stated in the labeling
conditions in paragraph IV.C. .

2. Phytonadione injection lacks sub-
stantial evidence of effectiveness for its
recommended use for: maternal hemor-
rhage due to hypoprothrombinemia; pre~
surgical use when hypoprothrombinemia
is present or suspected; hypoprothrom-
binemia due to drug administration;
hepatic disease with prothrombin defi-
ciency; low prothrombin values incident
to barbiturates; low prothrombin values
incident to other prothrombin-depress-
ing drugs; severe liver disease; and pre-
vention of excessive bleeding due to
hypoprothrombinemia in surgical proce-
dures (biliary tract surgery, tonsillectomy
and other operations in highly vascular
areas, surgery on jaundiced patients,
ete.).

B. Form of drug. These preparations
are sterile solutions suitable for paren-
teral administration.

C. Labeling conditions. 1. The label
bears the statement “Caution: Federal
law prohibits dispensing without pre-
seription.”

2. The drug is labeled to comply with
all requirements of the Act and regula-
tions. Its labeling bears adequate in-
formation for safe and effective use of
the drug and is in accord with the guide-
lines for uniform labeling published in
the FepErAL REGISTER of February 6, 1970.
The “Indications” section is as follows:
(Labeling guidelines for the drug are
available from the Administration on
request.)

INDICATIONS

Anticoagulant-induced prothrombin defi-
clency.

Prophylaxis and therapy of hemorrhagic
disease of the newborn.

Hypoprothrombinemia due to antibacterial
therapy. -

Hypoprothrombinemia secondary to face
tors limiting absorption or synthesis of vita-
min K, e.g., obstructive jaundice, biliary fis-
tula, sprue, ulcerative colitis, celiac disease,

Y
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intestinal resection, cystic fibrosis of the pan~
creas, and regional enteritis.

Other drug-induced hypoprothrombinemia
where it is definitely shown that the result
is due to interference with vitamin K metab-~
olism, e.g., salicylates.

V. Marketing status. Marketing of the
drugs may continue under the conditions
described in items VI and VII of this
announcement.

V1. Previously approved applications.
1. Each holder of a *“deemed approved”
new-drug application (i.e., an applica-
tion which became effective on the basis
of safety prior to Oct. 10, 1962) for such
drug is requested to seek approval of
the claims-of effectiveness and bring the
application into conformance by submit-
ting supplements containing:

a. Revised labeling as needed to con-
form to the labeling conditions described
here for the drug and complete current
container labeling, wunless recently
submitted.

b. Adequate data to assure the biologic
availability of the drug in the formula-
tion which is marketed. If such data are
already included in the application,
specific reference thereto may be made.

¢. Updating information as needed to
make the application current in regard
to items 6 (components), 7 (composi-
tion), and 8 (methods; facilities, and con-
trols) of the new-drug application form
FD-356H to the extent described for
abbreviated new-drug applications,
§ 130.4(f), published in the FEDERAL
REeGIsTER April 24, 1970 (35 F.R. 6574).
(One supplement may contain all the in-
formation described in this paragraph.)

2. Such supplements should be sub-
mitted within the following periods after
the date of publication of this notice in
the FEDERAL REGISTER:

a. 60 days for revised labeling—the
supplement should be submitted under
the provisions of § 130.9 (d) and (e) of
the new-drug regulations (21 CFR 130.9)
which permit certain changes to be put
into effect at the earliest possible time.

b. 180 days for biologic availability
data. -

c. 60 days for updating information.

3. Marketing of the drug may continue
until the supplemental applications sub-
mitted in accord with the preceding sub-
paragraphs 1 and 2 are acted upon, pro-
vided that within 60 days after the date of
this publication, the labeling of the prep-
aration shipped within the jurisdiction
of the Act is in accord with the labeling
conditions described in this announce-
ment.

VII. New applications. 1. Any other
person who distributes or intends to dis-
tribute such drug which is intended for
the conditions of use for which it has
been shown to be effective, as described
under A above, should submit an ab-
breviated new-drug application meeting
the conditions specified in § 130.4(f) (1),
(2), and (3), published in the FEDERAL
REcIsTER of April 24, 1970 (35 F.R. 6574).
Such applications should include pro-
posed labeling which is in accord with
the labeling conditions deseribed herein
and adequate data to assure the biologic
availability of the drug in the formula-
tion which is marketed or proposed for
marketing,
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2. Distribution of any such prepara-
tion currently on the market without an
approved new-drug application may be
continued provided that:

a. Within 60 days from the date of
publication of this announcement in the
FeDERAL REGISTER, the labeling of such
preparation shipped within the juris-
diction of the Act is in accord with the
labeling conditions described herein.

b. The manufacturer, packer, or dis-
tributor of such drug submits, within 180
days from the date of this publication, a
new-drug application to the Food and
Drug Administration.

c. The applicant submits within a rea-
sonable time additional informaton that
may be required for the approval of the
application as specified in written com-
munications from the Food and Drug
Administration.

d. The application has not been ruled
incomplete or unapprovable,

VIII, Exemption from periodic report-
ing. The periodic reporting requirements
of §§130.35(e) and 130.13(b) (4) are
waived in regard to applications ap-
proved for these drugs. The requirements
of §§130.35(f) and 130.13(b) (1), (2),
“and (3) remain a continuing responsibil-
ity of each applicant.

IX. Opportunity for a hearing. 1. The
Commissioner of Food and Drugs pro-
poses to issue an order under the provi-
sions of section 505(e) of the Federal
Food, Drug, and Cosmetic Act withdraw-
ing approval of all new-drug applications
and all amendments and supplements
thereto providing for the indications for
which substantial evidence of effective-
ness is lacking as described in para-~
graphs 1.A.2, I1.A.2, TIT.A.2, and IV.A2,
of this announcement. An order with-
drawing approval of the applications will
not issue if such applications are supple-
mented, in accord with this notice, to
delete such indications. Promulgation of
the proposed order would cause any drug
for human use containing the same com-
ponents and offered for the indications
for which substantial evidence of effec-
tiveness is lacking, to be a new drug for
which an approved new-drug application
is not in effect. Any such drug then on the
market would be subject to regulatory
proceedings.

2. In accordance with the provisions of
section 505 of the Act (21 U.S.C. 355) and
the regulations promulgated thereunder
(21 CFR Part 130), the Commissioner
will give the holders of any such appli~
cations, and any interested person who
would be adversely affected by such an
order, an opportunity for a hearing to
show why such indications should not be
deleted from labeling. A request for a
hearing must be filed within 30 days after
the date of publication of this notice in
the FEpERAL REGISTER. A request for g
hearing may nof rest upon mere allega-
tions or denials, but must set forth
specific facts showing that a genuine and
substantial issue of fact requires a hear-
ing, together with a well-organized and
full-factual analysis of the clinical and
other investigational data the objector is
prepared to prove in a hearing. Any data
submitted in response to this notice must
be previously unsubmitted and include

data from adequate and well-controlled
clinical investigations (identified for
ready review) as described in § 130.12
(a) (5) of the regulations published in
the FEpErRAL REGISTER of May 8, 1970 (35
FR. 7250). Carefully conducted and
documented clinical studies obtained un-
der uncontrolled or partially controlled
situations are not acceptable as g sole
basis for approval of claims of effective-
ness, but such studies may be considered
on their merits for corroborative support
of efficacy and evidence of safety. If o
hearing is requested and justified by the
response to this notice, the issues will be
defined, a hearing examiner will be
named, and he shall issue a written notice
of the time and place at which the hear-
ing will commence. .

X. Unapproved use or form of drug.
1. If the article is labeled or advertised
for use in any condition other than those
provided for in this announcement, it
may be regarded as an unapproved new
drug subject to regulatory proceedings
until such recommended use is approved
in a new-drug application or is otherwise
in accord with this announcement.

2. If the article is proposed for mar-
keting in another form or for a use other
than the use provided for in this an-
nouncement, appropriate additional in-
formation as described in § 1304 or
§130.9 of the regulations (21 CFR 130.4,
130.9) may be required, including results
of animal and clinical tests intended to
show whether the drug is safe and
effective.

A copy of the NAS-NRC report has
been furnished to each firm referred to
above. Any other interested person may
obtain a copy by request to the appropri-
ate office named below.

Communications forwarded in re~
sponse to this announcement should be
identified with the reference number
DESI 2139 and addressed (unless other-
wise specified) to the Food and Drug
Administration, 5600 Fishers Lane,
Rockville, Md. 20852:

Supplements (identify with NDA number):
Office of Marketed Drugs (BD-200), Bureau
of Drugs.

Original abbreviated new-drug applications
(identify as such): Office of Marketed
Drugs (BD-200), Bureau of Drugs.

Request for Hearing (ldentify with Docket
Number) : Hearing Clerk, Office of General
Counsel (GC-1), Raom 6-62, Parklawn.

All other communications regarding this
announcement: Special Assistant for Drug
Efficacy Study Implementation (BD-201),
Bureau of Drugs.

Requests for NAS-NRC reports: Press Rela-
tions Office (CE-200), Food and Drug
Administration, 200 C Street SW., Wash~
ington, D.C. 20204.

This notice is issued pursuant to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-53, as amended; 21 U.S.C. 352, 355)
and under authority delegated to the
Commissioner of Food and Drugs (21
CFR 2.120).

Dated: July 17, 1970.

Sam D, Fing,
Associate Commissioner
for Compliance.

[F.R. Doc. '70-11143; Filed, Aug, 24, 1970;
8:46 am.]

25, 1970





