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MESMORANDUM

TO

FROM

PU3LIC HELLTH SERVICZ
FCCND AND DRUG ADMINISTRATICON

DaTZ. March 3, 1977

. ALL RESICMAL F0CD AND DORUG DIRECTCRS ,

AND DISTRICT DIRECTCRS

ATTN:  NAS/NRC CCCROINVATCRS ,
PLIWNG 3RANCE CEIEEs DLC-Rx Drug Stucy

Builetin #2225

. Prascoipticn Drug Compliance 3ranch, EFD-315
Division of Drug Lateling Compliznce

SUBJECT: Ademosine Alcne or in Cembinaticn. “

Request for District Follcw-Up. '

We are preparing to implement fcllew-up to fims marketing adencsine
preparaticns alone or in combinzsicn with other drugs which ars
regzrded to be new drugs anc ars noT czverad by arprcoved New Drug
Arplicaticns. :

»
This acticn is based upen 2 lack of substantizl scilentiZfic avidence
tha= products containing adsngsine alcne, oT in compinaticn with
other ingrsdiasnts, ars genmerally Tecsgnized as safes and eclscilve
for any labelsd indiczticn and ae, therefore, regaried to be new
drugs within the meaning cf Section 305 of the Act.
In the past, regulatory letisrs nave issued agzinst isolatsd adenosine
single entity products in additicn T 2 previcus clzss acticn against
adenosine wizh vitamin 3-17 combination products (Drug Study Bulletins
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contain severzl adsncsine praparazticns. Thersiors, we &re now seexIng
to clear the market cI

zmv such remzining viciztive products vie a class
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LOS ANGELZES DISTRICT
Mycasine Gel

NEW ORLEANS DISTRICT

Adenosine Phosphate

PHILADELPHIA DISTRICT

ARCO

PRIORITY

HIA-DCC No.:
PRCJECT CCDE
ESTIMATED TIME
REPLY REQUESTED BY
PRCJECT CFFICER
TELEPHCNE NUMBER

HIGH
BD-300-199
52

43 HCURS
3/25/77
A.X. YELLIN
§-443-4206

Garter-Gicgau .
(formerly Myers-Carter Labs)
Gilendale, AZ

Ambort Medical, Izc.
Little Reck, AR -

Foy Laborz:tcries
Wernersville, PA

zM%J\

Albert Lavender, ChieZ
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' MEMORAND UNI DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE

PUBLIC HEALTH SERVICE

E q .":t‘J FOOD AND DRUG ADMINISTRATION

" 1o . ALL REGIONAL FOOD AND DRUG DIRECTORS DATE: November 9, 1973
‘ AND DEPUTY REGIONAL FOOD AND DRUG DIRECTORS
ATTENTION: NAS/NRC COORDINATORS DRO Drug Study

Bulletin # 160

FROM : DESI Regulatory Control Scaff (BD-317)
Compliance Evaluation Branch
Division of Regulatory Operations
SUBJECT: Adenosine - Bl2 Combination Drugs
See DRO Drug Study Bulletin # 122

FD 3033's submitted by District Offices disclosed a number of
Adenosine-5-Monophosphate/Vitamin B1l2 combinations on the market.

A file search showed that there are no approved NDA's for such a

combination nor are they the subject of a DESI review. _ '

Because a medical evaluation shows that injectable combinations
containing "Adenosine-5-Monophosphate" and "Vitamin B12" are neither
safe nor effective for their intended uses, i.e. - vasodilators,
anti-inflammatory agents, etc. we have implemented a class action
follow-up against this drug combination under DESI procedures.

' - . - We have issued letters on October 31, 1973 to 47 firms as manufacturers

or distributors of injectable Adenosine-Bl2 combination drugs requesting
that they discontinue marketing and a statement of intentions with
respect to their removal of all outstanding stocks from the market

down to the retail level.

Attached are copies of the letters issued to firms in your district
and an information copy of the letter to districts in which no letters
have been issued to date.

DRO will monitor the firms' replies, furnish districts with copies of
guch replies and issue assigmments where indicated.

FD 3033's should be submitted on any other products marketed within
the last two years but not previously reported, so that DRO letters
may issue to these firms, if warranted.

We have brought to each firm's attention, where applicable, the
Federal Register announcement of October 15, 1971 "General Policy
on Fixed Combinations" (Reg 3.86).

Albert Lavender, Chief
DEST Regulatory Control Staff (BD-317)

Program Priority: High , Telephone: 301-443-4209
/‘:)-_} Estimated Time: 8 Hours
- Charge to: DESI BD-300-199 Enclosures
Reply Requested by : COB December 31, 1973
Project Officer: Paul Worden
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Puplic Heaith Service

DATE : AG 7 1986

FRCM: Lana Cgram

Food and Orug Administration
Rocxviile MO 20857

Diractor, Division cf Prescripticn Drug Ccmpliance
ané Surveillance
UBJECT: Reguest for SaZfzaty Assessment for Adenocsine
Phcsphats Injectaclis
TC: Dr. Raymcnd Lizicky
Diractor, Division ¢ Cardic-Renal Trug DPrzducts )
We ars sericusly cconsicdering the issuance of 2 ragulatcry
action acainst an unargroved product, Adencsine Phostihats
25mg/ml. Its route cf administration i1s by inctramuscular
iniection, and is indicatad for the symptomaiic relisl of
variccse vein complicaticns wit stasis derma:;:i . We ars
M 1

preoduct. Be cra2 we Cczamn imp;eme:: ragula:orv acticn, & saieasty
assessment 1S necessary.

On January 21, 1971 Dr. Edgar J. Martin, BD-330 dicd a
literatura assessment ralating to the safaty of Aderncsine-Vit
Bi2 injectarle and Acdencsine Phcsphates injectable. (TAZ A7) . -~
As a rasult cf his assessment thrse Druc Study Bulletins wexre
issued.

Adencsine in combinaticn wizh cther active ingradiencts such
as Vitamin B-12, was the suziect ci Drug Study Bullatias #122
in 1972 (TA3 B) and #1530 in 1373 .(TA3 C)

In 1977 Drucg Study Bullatin § 225 (TA3 D) was issued €O
ramove frcm the maxka2:z rlacs Adencsine alcns cr in
ccmpinaticn. Ecwevar, Adencsins Phcsphats 23mg/ml is found
to be markztc2d tcday withou:t the penaifit of an agprovad
apclication It is this przduct that is the sukject of this
raguest
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Page 2 - Dr. Raymond Lipicky

In 1996 Staris Laboratories Inc., Phoenix, AZ is the only
manufacturer of Adenosine Phosphate 25 mg/ml (TAB E). Based
on a search of our available references, we found that this
product was not marketad prior to 1962. We believe that this
product is an unapproved new drug.

Please advise on any safety concerns you might have regarding
Adenosine Phosphata 25 mg/ml. We are available to meet with

you and discuss this request at your convenience if you feel

it would be helpful.

While we racognize your heavy wcrk lcad, we ask ycur
cocoperation for an expeditious rasgcnse.

IZf ycu need additional information you may contact Sonia
Crisp at 5%4-0101. ‘

Attachments
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Susmarv:  The articla 43 a Sew dzug. The safe:y of tha ag=icle has
ns.vc: bean Zaatad by csu:-":af‘ studiss, and safzcy and elificucy have
ot Seen establishad by sciantifically cxodibls obaerv-a:ions.l Yie axe
not awars how ts woits adaquata dirsctiams for Lt use. e arricl
13 misbrendad £3T several causas .
Thera ars =o ritionmal theorstical azsunds a2zd te credible elinical
avidancss that tha label racomrended admintstzztioan of adamnsiril=5=
zonophosplioric scid (SAK2) {a elfective for tiae iocanded pucpocea.

The label is false, or mislezding, of decapiive in cthas 1z (i) sueggostz
anc/or claims S0 rharapeutic effecciveness iu certzia enadliszons 2ud

‘ {2) quots=g & lizoxacure zaferszies &8 suppeTt of Lez ~linizal clalzs

while theca referzncas csufzia wo cradible auppevn for tha elefias af

aSficazy, and t:e 3£ thex aze mol cren pertlnact £o thz claiss (o7

waich thay ase wotad,

Th2 dtug is not w=ntiorad in reprasantutive Cexis Ausl 22 Susrcu, X. I

Dls2ases of the Skin, The C. V. Mosdy C3., SI. L=uis, 1%8e.
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Allsz, A. C. Tha S<iz. Grzen asd Stw=tz=sm publ., 1587, Iad ede

. . ’
’ Ramizgzon's Sharmassutical Sclancas, 13tk ed. Mack Publ. Co. Ezscom,
Bebigars ?h’.lsdalghia, 1563, ' ' .

Preyious FDA staczs=2at3 hold mi:

- . A sinilar azsicla vas ratsd misbracded, and iz vas moted that iIs
g23icaey vas not establisbed, e S -
! '. ~ - objcctad against azother gizilas azsiels, ™. . -

- e

%e beliave tha labal claixms axs 2oC 2c=apnalb!

12 the opinicm of medizal experii. L .
rd r—’-_qv . -
Rgm’:: . ° ..-'.. ' ‘

Labal refecancs Fl. Buall, ’:!.l v.. and M, B, Pezkizns. J. 3isl. C:aa=
76:95, 1923, C‘*sniczl scalytical dazz om SAMP detazaizacion in ble
The study does not provide amy pny:iolog-ul o: medical ioformatior

and i3 pot deaigmad fo7 such puTyosss.
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~ Rafaerencs 42, A. Ratzino, Ralief &om pruritus fall;wj.::l_g_upon

ad={glstra=ion of adezylic seid, FToec. See. axpt. Bisl. Mad. 71:3
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1949.. The lu:amn:s ara vagsae tastincniala

s uncontzolad atudy, The study is designad wizh ao L =zatlional ez
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of pruricus. Ths author t'.rully s2azes . . . :‘nra {3 zuch yet !
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dena eliniz=lly 8::_1:. »kg lazowatoxmy Selfcra thsa full o1 licationa of

»

adevylic acid a.r.‘.::...“ 4on ta hu=an Seinga ’ean be eveluacad . . W7
Raatanbess, A- ot 3l Tailurs of adanasi.:-s-':cnaphonphs:: ts aZZac:z
£avorably p-x‘.:us of assplc dermazizls, J. Izvesat. Der=at. 14:401, 1
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ST s ? azd Sawlsky, HH et al Adanosiza~5~-=cnophospnata

(HrB-De..) far tha raliaf of prziiua, J. Izvass, Ces=ac. 17:2485, 1l9:
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. 2  pastad Rotzizs's clalzna {7 eoutzolled sxpesime=niz, azd

found SAMD was useless in tha t::u::ent: of prurirtus. T=s label,
revised iz 1964, i3 £alag and misleading ia that L2 £alls £2 give

propeT eccnsidaration to qostanberg’s and Sawicky’ 3 £indings,

Raferaccs ¥o. 3. < io¢.w ... FalaeT, 1. and S. Waldmao. T2 use

0y

of adescsize=~35-cancphosphals iz t‘m treatoent of acuts sutdeitouid
bursiria. Sew York Szats J. Mad. 52:1774, 1952. 4= uncontTsled
exparizent; the papes v {3 uncecvizeing iz ita claiz of SAY® efficaey
iz Buzsizl rreatment. mc.peptr also supports 123 claizms by refes

e o

‘ to Botsino's alleged :c:ul.z ‘with SAM®@ iz pruritus T

-

but fatls to zention that Rottize’s f£indizgs weza nct esafir=ad by

‘-

Roszanbarg and Sawicky ' 'I‘mu _:'Igg. piger by

] e’

?11 ar and waldnan is u’a::‘.iic..’ 1y icadequats r*d lacks ez=dil

Both Telzer and Waldsan scal ad {z racac: talaphcze conversations ¢

hey bad cassed walng 542 sixca ethar <Tugz3 dp n‘bat'a- job.
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Rafacanca o. 4. Vilzar, W. 2. et al. "J. Lab. Clia. Mad, 27:227, 1l94:
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‘. The papar is oof comzizsing sinmca i has ze, or ouly
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{nadaquata, esutzals, ax=d iza staziscics aTa £2l1a. TRa authors clai=
they atu¥ilad 729 salaczad patisncs wizh muzzisicral deficiency dizeansa.
The counc of tha patients shows that cnly 26 had such dizeases whils
8 "had 2o =videnca of mutziticnal daficisccy and sezved as can‘t:‘als.
Thers was ns coautssl g=sup i‘.:hi:: ths malnouriashad uf‘.u. Bvan 12
tha paper va:a.:cia.n:ifiully aczsptabls ‘Lz woculd not supy&: the
label claizs, As shown in the following dacails tha label is falsas
and .nislsadin.g ia that it stacses and/cT sugzasL3 1:1;.1.: the paper sugpor
£3 clai=s: ) - .
1. The pager gives szazistics om.the suttors experisrsa wizh intTavex
SO medicacion. I contTast, the label indication is for iatTazuseul
uln only acd war=s speciiically against i:t::vcnéu: use.
2. Tha paper specifically statss ths usefulzaas of iza SAMD tTearzmae
{3 1{=iz3d ts malnouriskbad patiants with pellagra znd peripheral
peurizis. The label 12 false aQ ai;ludi.ag {n that Lz conceals these

limi{zazions.,

3. T:a papar specifically stazaa that its 3AMP treatasaf - f3 lacking
efficacy ia persons who Bsve no nutriticcal deflciancy. Tha ladal 1a
-. falie a=d miisleading {n thar {: csnca;lz this rasesiction of tha pape:

¥1ills, J. acd E. H. He=stad, lancat 1, 237, 195i. "Vizazin B12 i=
IR
.

peTtulcioza apaenia, ~ Tha ariicle does zot mentlon JAIC
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misleading in that it staz=s or sugzests thar this papeT supports irg
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., DEPARTMENT OF HEALTH aND HUMAN SERVICES
Public Heaith Service

_é Memoraﬁdum Food and Drug Admuniswadon

. Center for Drug Evaluadon and Research
"3

Division of Cardio-Renal Drug Products
Date: 8 August 1996 /
From: Robert R. Fenichel. HFD-110 2
mi

fﬂr// i‘?""' “7
Subject: Adenosine Phosphate 25 mg/

This will respond to your memo of 7 August to Raymond Lipicky.

(3

o WiALL,
L)
¥,

To: Lana Ogram. HFD-333

Adenosine Phosphate 25 mg/ml is not familiar to this Division. but we
have approved two different intravenous adenosine preparadons from Fujisawa
USA. one to terminate certain arrhythmias (ADENOCARD®, given as a bolus of
6-12 mg) and one as an adjunct to cardiac nuclear imaging using *'Th
(ADENOSCAN®, given as a 6-minute infusion of 0.14 mg/kg/min. working out to
a total of 60 mg in a 70-kg patient).

Because of adenosine's extraordinarily short half-life (less than 10 seconds),
these preparations have turned out to be reladvely safe. Nevertheless, they are
associated with nonmivial incidences of

@ cardiac dysrhythmias, including ventricular fibrilladon,
complere heart block. and cardiac arrest. sometimes
fatal; and

® bronchospasm. especially (but not only) in known
asthmatics. rarely requiring respiratory support. [ think
there may have been a few deaths in this category too.

Because of these hazards. the labeling of ADENOCARD includes the recommenda-
tion that “[a]ppropriate resuscitadve measures should be available.™

This Division has no experience with intramuscular administation of any
formulation of adenosine. and we cannot comment on the possibility of untoward
local effects (sterile abscesses, for example). Degradation of circulating adenosine
is so rapid that true intramuscular administration is probably harmless (and
valueless), with serum levels effectively unchanged ffom those endogenously
present, but that is not the end of the story. Attempted intramuscular admini-
stration will always result in a certain incidence of inadvertent intravenous
injection, with all of the risks noted above.

Such risks may be acceptable. if they are offset by demonstrated
benefits. We have not attempted to replicate Dr. Martin's scholarship. but we
doubt that any such benefits have ever been properly attributed to Adenosine
Phosphate 25 mg/ml.

Please let us know if we can be of any further assistance.

* This recommendation -is. [ just nodced. not present in the labeling of ADENOSCAN. It
should be.

C:\DOCS\NON_CDER\QUACKERY\ADNSNB 12\ OGRAM.ME M includes changes through 3 August 1996 at 1637



