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Dear Dr, ley:
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_ Herbert L. Ley Jr, M.D. '} o
Commissioner of Food &nd Drugs |
Departaent of Health,Educeticn and Yelfere
WashinztonD. C. 20204 :

i .

b L) -
Dear Dr. Leys: ) : | ot
In my opinion ::Iystszéliu F. Capsuies 250 mg. has been my
antibiot’c of cholce for years. The drug effectively controls the
infeétion as vell as ménialia overgrowthe | '

I prefer the drﬁg in female 'zmd clderly’ pa!tient - the Diarrhea

is an increasing problen. Mysteelin F, the combination Tetracyline
Fungizone,shovld be a doctors choice, |
The unavailability of this dru

g would create an unnecessary
inconvenient restriction on any pres

seribing freedom/to- the
detriment of my patients. v \ o -
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Desr Dr. Leys ! . ;

In 1y opinic;n Mysteclin F, Copsules 250 mg. has been my
antibiotic of choice for years. The drug effectively controls the
snfection as wel) -ns monialia 'lnvcrgrowt,h., .

. FN ) H
I prefer the drug in female and elderly patient - the Diarrhea

is en increasing problem, Mysteclin F, the combination Tetracyline
Fungizone,should be a doctors choice. !
i L) ¢

\ The unavailability of this drug would create.an wmecessary
inconvenient restriction on any prescribing freedomto the
detriment of my patients !
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Eviys:t»e:cl:'-.n, T Capsxﬂ 63 250 wz. hes bean wy
ce lor yeora. The drug efxeotlvdy conlrols the
as monialia overgrowth, 1

I prefer the drdg in femsle and clc‘\m'ly p&tlenu « the Diarrhes
is an incressing probien, \i;,'sicclm ¥, the comb'n na oJon Tetracyline
Fungizone,should be & doctors cholce. ;

The vnaveilability of this drug would create an vnnecessury
inconvenient resiriction n any p“esosz:mv fz‘o.eaun %o the
de’czu‘..cn., of my patients, 1
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I prefer the drug in fewale and elderly patient « the Diarrhes
is an increasing problem. Nysteclin ¥, the combination Tetracyline
. Iuag:./,um,e.hou.ld be a doctors choice,

: . : ’ '
The unavailability of this drug would create an unuecessary

incorvenient restriction on an,/ preseribing freedom to the
dotr:’mmt of ny pgxtwm‘.so ‘
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Herbert L. Loy Jre M.D,
issicner of Fona and Drugs )

f Health,Xduczticn and Wellare o v
C. 2\)20/.\, ’ . i

i 1 1

In ny opinion Mysteclin F. Capqules 250 mg. hes been my
- antibiotic of choice for yeurse The drug -eff‘cot*vd/ controls the
infection &s well &s mon ialia ovcrﬂrovuh. !
I prefer the drug in female and elderly patient - {he Diarrhea
\is an increasing problem. Mysteclin F, the combination Tetracyline
Fungisone,should be a’ ooctor choice.

~The unaveilabi lnty of this urur would croate an UNNEGHS ALY
inconvinient res triction on any pz'oscmbwc freedom to the
detramont of my paine'xts(

- |
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ery 1.1~u'ly youm ] :
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Ley Jdr. M.D, : i
of Food &nd Drugs |

nt of Healih,BEduceticn ard Welfare :

+n,D. Co 20204 ! !
Coh e

Dear Dr. Loyt | ‘
In 1wy ovx;\r‘mn riysi.cchn F. Capsules 250 mg. has been my

antibiotic of chofeo Tor years. The drug € f:ectn\mly controls the
imcc\,»o‘m as wedl &s r-mn islie aVergro wihe i

I prefer the urug in fewale s"yi elderly patient ~ the Diarrhea

' iz an increasing problem, Mysteelin F, tho combination Telracyline

' Fun, g izone ,should bs 2 cloc’t,ors chol. co,

o The wnaveilabll miy of this d:*v" 'mu]d create an wanceessary
sneonvenient restriction on any presceribing freedows to the
detrinent of my r«hc%m i .

‘~ “ Very truly yours,
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.. Coumissiener of Food end Druss

caent of Health,Educet ticn and Yelfare
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Desr Dr. Ley:
. . . | S
In wy opinion Mysteclin ¥. Copsulus 250 mg. has been my
antibiotic of choice for years., The drug effectively controls the
infection as vell as monialia ovcrgrowbh, '

.1 prefer the drug in female and elderly pctwn’» « the Diarrhes

‘1% an increasing problem, Mysteclin F, the combination Tetracyline
‘Punﬂ:zono,should bﬂ a doctors cholce. ) o

The unuvailqbd:ty of this drug would create an unnecessary
inconvinient restriction’ on any prescribing freedom to the
deur:unr'm of ‘my pat wnt ;
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of Food, and Drugs |
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Dear Dr. lay:

. o

Inley opim‘.on Mysteelin Fo Capsules 250 mz. hzs been my
-antibiotic of choice for yesrsy The drug e;.wcuwoly controls the
.-inlectd n 88 vo]l‘m monialia oxergroubh;

) I prefer th\,, drug in female and elderly patient -~ the Diarrhes
- is an increasing problem. Mysteclin ¥, the combination Tetracyline
Fungizone, should be a dochors choics*

The vnavai]ab .,Il .ty of thl d*'uL wou’ld create an unnecessary
tinconvenient rostr.wt*o.. on any prescr.mnc, freedom to the
detnmem of my pauaentso ' i !
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. Dear Dr. lLoy: \

Conmissioner of Food and Drugs
© Departaent of Healih, Lducu-twcn and Yelfere

COMPETITIVE  PROBLEMS IN THE DRUG INDUSTRY

i
1 i
‘ 1

Ferbni. L. Ley Jr. M. D.

Vesn'ngton,D. Co 20?()/, : C R

In wy opin on r'_/woc]m ¥, anuales 250 mg. has been my

antibiolic of choice for years. The drug effectively controls the
infcction as well &s moni“ha ovwgro the

X prefer the drug in female and elderly patient - the Diarrhea

is an increasing problem. Mysteclin F, the ccmblna-ion Tetracyline
\I"unn zone, should be a doctor., choice.

Th(a unave. ilabllxtf of’ this dreug would creale an unnecessary
- inconvenient restrictior on any prescmbmc freedom A0 the
detrlmenu of my ‘patients,

e H
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CIICAEC SYATE
6563 ltvlng Padde Read, €

sy Tisols 60834

JAKOLD B, VISOTELY, i Hynian C. Pomp, Ph.D., Superivtendent
' i

January 16,1969

" Herbert L. Ley Jr. M.D, . Cod . 3 i v
‘,Comnissionof of Food and Drugs P : )
... Department of Health,Bducation and Welfare . i i
Weshiagten,D. C. 20?04 T | :
|
1

.

Dear Dr.. Loy. :
Inmy oplmon Iiysteclm F, Capaule 250 ng. bas been my

antibiotic of choice for ycars., The drug o!’fectwely controls the
- infoct'i on as. well.as mo*ua'lia overgroxrth. '
- I profor the drug in I'em'le and c]dorly patlcnt -~ the Disrrhea

is an increasing problem. Mysteclin F, the combination  Tetracyline
' Funﬂlzone,should bc a docto;s choice,

: ‘ |
Tne unaveilability of 'thm drug would create an unneceo%ary

.. inconvenient restriction on uny pres cmblng frecdom to .the
B detrlnont of ny paticnt% i
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Herbert L. Ley Jr. M.D, |

.
B
4 b
Coua,nssmnnr of Food and Drugs | S
Healih,Pduceticn 'anc’. ‘J»Lere {

- C. ?02@4 . i
e i | i
- Dear Dr. Ley: R !

. i :

In wy oplmon IIystcclan F, Capsules 250 mg. has been my
antibiotic of choice for years. The drug effectively controls the
. infection @ well as monialia ovbrbroqun., {

.

I prefer the drug in female and elderly patient - the Diarrhea
is en increasing problem, Mysteclin F, the combination Tetracyline
Fvnguonc should be a doctors cho“ce. !

i
. iThe unavaih.b:hty of this dru would create an vnnecessary
inconvsnient restriction on any preucmblnv freedo.n 4o the
qetr:*aono of my patlent.s..‘ ] o
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Herbert L. Ley Jr. M.,
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" Dear Dr. Ley:

In uy opinion Mysteclin' F. Capsules 250 mg. hes been my
antibictic of choice for years. The drug effect:vsly controls the
< infection &s well &s monialia ow"g_,rov.‘rh, :

I prefer the drug in female and elderly patient - the Diarrhes
"is an increasing problem. :Mysteclin ¥, the coabination Tetracyline
"Fungizone, should be a doctors choice. : :

The unavailability of thm drug vonld create an unnecessary
inconvinient restriction on sny prescriling freedom” to the
detriment of my patients. i

ST < Verylti'u]y yours,

" // d Y ﬁ/z/mm) XD,
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' ‘ i }
|

Hcroe*t Lo Ley Jro M.D.

Cou: icnor of Food end D

Departszent of Health,Bduczticn end Welfere

VYeshingt-n,Ds Co 20204

; ; i
Dear Dr. ley: i !
In my opinion Mystec]in T, Capsules 250 mg. has been my
antiblotic of cholee for yeurs. The' drug effe ctively controls the
infection &8 well &s méniulia overgrow Lh

i
I prefer the drug n femsle and elderl tient - the Diarrhes
3 pa

is an increasing problc..‘. Mysteclin F, the combination Tetrac
Fungizone,s should bo a doctors choice. :

yling

The unavailability of this drug would cmato an wmecessory |
inconvinient restriction on any prcsm“bm zzccdom o the
detrimert of my pahem..:o

- . Very truly yours,
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I

| .
HARRISON L. ROGERS, JR. M D,
SUITE 700 STRICKLER BUILDING |
{1208 PEACHVREE ST. N E.

! ATLANTA, GEORGIA 20509

\

! .
January 16, 1569

| : : :
pr. Herbert A, Loy Ji. i i 5 ;
Commissioneir of Food and Drugs .
Department of Health, Education and \clf re :
lle,:hmcton, D, C. zO?"’: o . \ :

|
i ‘ Lo
| ’ !
i

&

Dear Dr, Ley: » ‘
. . . f
I have ruad the recent articies on Mysteclin F, and would
like to be on record s having said that uccordsng to my
judgement the use of Mysteclin ¥ to prevent intestinal candidia

while treating the individuoll's problem requiring 1ctrdcy<’hnc
has been very beneficial,

Over the past eight yeers 1 have prescribed it for my, patients
who | fo*I would have not done so well had not hy.,teclm F boon
availehle h

Hysteclin F has had a uefmno and useful pluce among the antis-
bioties in my practice. The absence of such a combination
would create an unnccm;sary and iaconvenient rostriction on my
prescribing procedure in the L.ca(.mom of my pdtients,

i
i
|
l

7
|

Si ncorcly yours,
¥
e /

/'
. T
i{arruon T. l\o%rs Jr, KD,

ST
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EDMUND 6. LAWLER e : EUGERE J. CHESROW, M. U
ADMINISTRATOR o . : CMEDICAL SUPERINTENDENTY
RICRARD B. OGILVIE KENNETH E, WILSOR
PRESIDENT ¢ . CHAIRILAN
COARD OF COMMISSIONERS OAK FOREST COMMITTER
- 607 » 23060
S i
N £ G
: OAK FORESY HGS
B ;
. OAK ""OHEST, 1ILLINGES 60482
N B ]
. ' 1
) . ' ‘, |
1
' Januaxry 17, 1969
o o
B : ‘ : 1 .
Lo 1 t .
. ' 1 1 .
¢ | ! :
! i
1 ‘ ‘.
1

. : : i
Herbert L. Ley -Jr., M.D.
Commissionex of Food and Drugs ' .
Department of Health, Education and Welfa
Washington, D,C, 20204 E !
| '

i

i

re

De'A‘r Dr, Ley: .,

. ¥ »
In my opinion Mysteclin F, Capsules 250 ng.

has been
my antibiotic of choice fox years.

The drug e clively
controls the infection as well as monialia overgrowth,
| _ ‘ . .

I prefer the drug ip female and elderly patient -~ the
Diarrhea is an increasing problem, Mysteclin F,, the comn-
bination Tetracyline Fungizone, should be a doctors choice.

The unavailability of this drug would create an unnec-
essary inconvenient restriction on any prescribing frecedow
1to the detximent of my patients. i

. : |
. . . .

7y .
| AEwd HFeacyn,

—
Dt o A
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wes apes,

EDMUND G. LAWLER
. AD‘HN!"TRATOI(

RICHARD B. OGILVIE
P((i{SIL)EN’I
BOARD OF COMMISSICNERS

KENNETH £, WILSON

CHAIRMAN
o . OAK FORELT COMMITTYITE
WA YERFALL c»'.zoo i 687 * 2360
‘,N, N
- OAK FORPET HOSPITAL
! : OAK F_OHES'[’. HLLINOIS 60452
| i
! ! Bl
) i |
. . . b Januaxry 17, 1969
| . " : !
i 4 ! i
f i N 1
| .
. H N ’
Hexbdrt L. Ley Jr., M.D,
Commissionsx of Food andi Drugs' . .
Department of Health, Education and Welfare .

Washington, D.C, 20204
K Deax Dx., Ley:

! In my opinion Mysteclin F. (‘apsules 25 O mg. has been
my antibiotic of cholce fox years The dr.ug effectively
controls the Jnfecilon as well as mon'laha ovolga.owth

PR .

I prefex. the drug in ifdéwale and eldorly pat ient - the
Diarrhea,is an increasing problem, Mysteclin F., the com-
bination Tetracyline Fungizone, should be a doctors choice,

. ‘ ) ?

The unavailability of ‘this drug would create an unnece

essary inconvenient restriction on any px escribing freedom
to 1he detriment of my pailenw.

.

‘ i
R . s : '
.\_ N .

Vexry txuly yours,

/4\1}";’1‘{;:ff/fiz,.«xff-f" _M.D.
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EDMUND G, LAWLER ' EUGENE J, CHESRO
ADMINISTRATOR MEDICAL SUPEZRINTE?

RICHARD B, OGILVIE * "~ KENNETH E, Wil.SON
. PRESIOENT CHAIRMAN
BOARD OF COMMISSIONERS OAK FORESY COMMITTEE

WA TERFALL 0s 4200 687 - 2360

L 0AK FOREST HOSPITAL
o - OAK F:OREJT, ILLINOIS ?0452 !

gt N
i i
January 17, A1969'1

|
|
i
i
i

Herbext L. Ley Jr., M.D, *
Commissionar of Food ang Dlugs !
Depaxtment of Hcalib Education cmd WGlfare
Washington, D,C.. .90704 i |

. r

! Deax Dr, Ley: | : ‘|
- In my opinion Mysteclin F,

my antibiotic of choice for years

Capstileq 250 ng. has been
"controls the infection as ‘woll- as

The drug’effectively
noulal ia overgrowth,

l
I prefer the drug in female and eldcrly patient - the /
Dlarrhea is an increasing problem, Mysteclin F,, the com-
-b:nailon Tetracyline Fuuglzonc, should be a doctols choice.
The unava:labljliy of this drug would create an unnec-
essary 1noonvenJon1 restriction on any prescribing freedow
to the detriment of mny pwiAcnis 5

. . . T \ i
h ’ ‘| Very truly yours,
IS b v
i ,LU:W '.'\)\"‘L\AN{ M.D,
o Y y

N
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EUGENE J. CHESRCY,
ADMINISTRI\TOI(

i
i

i

e LD.JUND G, lA\'u’l_FR . \
e i © MEDICAL SUPERINTENOENT

RICHARD B, OGILVIE
PRESIDENT

KENNETH E, WILSON
BOARD OF COMIISSION E RS

CHAIRMAN
OAK FOREST COMMITTEE

wA n:auu'. 8- 4200 687 - 2360

OAI\ FO ! 1OSH W'AF

OAK FOREST, JLL (NOIS 60442

Jahuary 17, 1969

3
L | !
. : Co |
[ i .

" Herbert L, Ley Jr., M.D, ot ) o
Commissiona2x of Food and Drugs . ! ;
Department of Health, Education and Welfare ) ;
Washington, D.C. 2020ﬁ !

DGdT Dr., Ley.f

In my oplnlon Mysfeclln F, Capsules 250 mg. haé been

my antibiotic of choice for years, The drugt:£§ccilve1y
conirols the 1nfcct10n as well as

| H
I prefex: the drug in female- ald cldcrly ‘patient - the

" Diarrhea s an increasing ploblcm. Mysteclin F,, the com-
bination Tetracyllnc Funglzqne, should be a dooiors choice,
The unaval]ablllty of this drug would create an unnec-~

essary inconvenient restriction on any prescribing fxeedom
to.the deillmeni of my putlents

\ .
Very txuly yours,

|

|

l

'
\‘v.
i

i

!

|

)

i




TEDMUND G, LAWLER |
ADMINISTRATOR'

RICHARD B. OGILVIE
. PRESIDENY »
| BOARD OF COMMISSIONERS

COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 5209

EUGENE J. CHESR
=\ MEDICAL SUPERINTE

.- KENNETH E. VILSCN
! CHAIRMAN

P ‘ 3 OAK FOREST COMMITTEER
WA T('IU‘AI.L 84200 | 0%~ 2360

i

i

O/\K FOREST ILQS““FE"/AE,

i TAK ¥ OREST, ll_leoxs 60452

1
o

Japuary 17, 969 |
-

Merbext 1. Ley Jr., M.D, - o

“Commissionsx of Food and Drugs : :

Department of Healih !Bducation and WOlfare
Washxng1on D.C. 20204

e g e e

Deal Dr. Ley. %
In my opinion Myéteclin F, Capsules 250 ng. bas been

my antibiotic of choice for years., The drug effectively

controls the infectioﬁ as well as monialia ovcrgrowth.

X plcfcl the drug in fewale and eldc;ly patient
Diarrhea is an increasing problem,
bination Tetracyline Eungizohe,

~ the =
My teclin F., the com~
should be a doctors choice,

The unavailability of this drug would create an unnec-

" essary inconvenient resiriction on any prescribing fxeedom
to the detriment of. my patients.

~ Very truly yours,

£ MaGmpel -,

|
|
3
|
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AUGUSTUS L. BA;
1 HENRY C. BANKS, . A
HORMOZ H. MINOUI, M.D.

; 414 W. BL, /\CKWHI ST,
) . DOVER, NEW JERSEY 07001

i
i
TELEPHONE 36G-0333 . ‘l
; |
! |
.! \
{ Herbert L. Lay, Jr., M.D. . o
Commissioner of Food & Drug : S
Department of Health, Education & Welfare

, Washington, D.C. 20204

1
|
P

}
|
" Dear, sir: | ‘ l .

Mr. David Kuehne, Jr., the Squibb detail man in my area has
indicated to me that the FDA is expecting to wlthdyaw Myoteclln F
from the market and has wanted to get my* impression of this situation.
I have becn using hystcclwn I ever since it appcar ed -in 1960 and my
clinical impression’ is.that this is definitely superior to antibiotics
that do not have the antimonilial drug ampho1erczn B. During this
period of time I have always uscd Mysterclin F in pvuference to any
other tetracycline arub and for this:reason.

I feel therefore 1hat if the RDA were to wlthdrdw this deug I
would leave a difinite blauk in thn‘armojnandrlum particularly in
treating women, elderly puL;ents in' general or patients who are

taking other drugs paricularly in the treatmaniitof, diabetes, or
cort1cos~cr01d,. l

iVery truly yours
|

Augtftus L.’Bakor;‘Jr., M.D.

ALEZ3D

81-280 0—69—pt. 12——15
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WILLIAM C. FIPPIN, M. D.
! 1114 SO. LIMESTONE

SPRINGFILLD, OHIO . . !
l ray

TELLPHONE FA 5-9021
|

I |

I .
i Janvary 21, 1969,

. \JIIC‘
tice, parti 'l* for Lho

typefs off i prone to
candidal injections (women with
a history of candidesses, elderly
patisnts, debil ted patients,
diabetics, patients on corti~-
cosLoro;ds ete. .

- I have used this since 1960 a_nd
would not; went to s»op using ;b
- DOWL .

Since rely},

INDUSTRY
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ROBERT H. WHi

1004 DYER $TR

M/\LVER/‘\L‘/\RKANSAS 72104
I oem

TELEFPHONE ED 2-3461

January 21, 1969

4

Dr. Hert

ert e Loy Ned.
oner ‘of Focd & Drugs
. lealth Bdvcation 4 Welfare
'ﬂhinruon, N.C. 2020h |

i
: i
| .

Year Wr. Leys :
The NAS/NRC panel's report on Mysteclin~T
indicates that they &re not avare of
evidence of proved efficacy in the prevene
tion of discase dus to menilial organisms,

a2lthough suppression’'of growth of monilia
may be accomplished, YWowever, my informed
medical judgment as supported by widespread me.

. dical opinion is that spread of intestinal

candida to cause candidiasis is & risk which in the
indicated conditions should.be considered in

using antibiotic therapy. The combination
contained 51 hya»oclinaF in my experience is
convenient, . useful, effective, and of

definite valuo in tho care of oy patlenta.

I have becn usinﬂ‘“ystcclin-F sxnce it weg
introduced in 19060, .

1 : M

Sincerely,

i @@%ﬂ?ﬁix/:pq Z % -

Robert H, Yhite, M.D.

wf ngp

! '

R

]
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novors) yoerg., ¥ ohuvo Tound 16 affoetive
und porbiculorly usolul in my sdulb '
Copnbionta, 0o withdrow Myaboc)dn-l from
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I ‘ ~ Jan. 23, 1969

‘Dear Sir: i

[
Mysteclin~F has had a def
the antibiotics prescribed in my practice, especia J.ly k&
those types of patients prone to candid

D

s

ite uvseful

€

The FDA order to withdrow Mysteclin-I from avail-

ability for prescription use would create

an unnecessary

on my prescribing habits. /
H . ,

aud inconvenient. restriction

|
Detr Docbor: (I
A

‘_modic@,l Judgenment as supported by
medical opj'.nion is that spread of intes Bined

cause candd .5 ds a risk which in the i
should be considered in
The combination cont L:.w,.v‘l

is

S conditi using antibioti

in Mysteclin-T in my experience /
convenient.

vseful, effective,
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I,

) . ' { January '24, 1969,

S ’
i Dear Dr. Ley;:

\
. . A . Vo H
) L . Mystcclin-,-F has had a definite useful place aiong
o i ‘
i ‘the antmionca‘ prescribed 1n my pmcuce. particulariy

Vi
for those types of rané‘nts prone to can:u.xal 1n1ecuons
. (womcn with a hllstol',‘/ of can\illdxases. elderly patients,

i “
. ; l

debilitated patients, diabevics, patients on
S i

i L ' L “
corticosteroids,) i !
N A . . 1 . .
' . vl | .

The co:rnbiqa.};ion contained in Mysteclin~F in my
expcrtence ie convenient \A'so!'ul. effective and of

dofim te- valua in the -care of my patients. i
. 1
I have used uysteclin»F for several years and f‘.el
the FDA ordcr to \11thdraw Mysteclm-—]f‘ from avallability

i

for proscmpnon use vould croated emﬁ/ wanecessayy and

inconvement rcstriction on my prescnbing freedom ,to
the dotnmem of my patients.

! !
!
‘l

\
|
i f Slnceroly, )(—"?

'
Il . H

-c;u “s ///é.()
A .
i

; ' B ' (\__)
: . L 344 West Berry St.
: P ¢ Tort Wayne, Ind. 46802

1
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WALTER E. GOOZH, M. D,
MYRON L. LENKIN, M.-D.
INTERNAL MECIGINE

. 2309 SHOREFIELD ROAD
i WHEATON, MARYLAND 20902

TELEPHONE 93%-5050
i

:
2k _Jan
P t

. ;I ary 1969

' . B B R : -
e, Herbert L. Ley Jr. ‘ !
Comm, Pood & Dpugs Dept. o
lealth, Bducation & lWelfare \
Washington, D. C. 2020%

N 1
t
Dear Sir: N I ‘\

. 4 was suggested to we by the Squibd Detail

wah that T send you my opinion concerning the
governnent®s action on combination drugzs lysteclin F
and Panalba. I am-sure he would be surprised to

" ¥now thabt my reactiod is "Good for you."

| | .
In wy private practice X have never seen any
siznificant therapeutic reswlts from the use of those

" combination druzs grester than that frow Tetracycline
_alone nor have T seen any evidence of decrease in

Honilial complications. :
a i
. ‘T personally feel that if the drug coripanies
would stop putting out immense quentities of com-
bination drugs and Muinor variabtions in chenical
structure‘s" we would:all be far betier off.
. .

Ve Wiy yonrs, < P
///\w/' /
LS I e s
WEG: G ; LA B oGp0Zh, 5.
S

7

e

5217
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CeLerhony 2040044 ;

!
PETER J. IANNUZZ, M. D,
Joi‘-m A. R. MARING, M. D.

445 PORTAGE ROAD
NIAGARA FALLE, NUW YORK

i
!

|

. Herbert L. Ley, Jr., M.D; i

Com'11551on<r of Food & Drugs .
Dept. of Health, I‘ducatnon & Welfare
Vashinrgton, D. C, Ol}

{
Dear Dr. Ley, : N

vl Beca

T 'have'jusﬁ received information regording an FDA ovder to
' withdrav Mysteclin~F from the available market. :
use of the.um’zsual' number of patients with diabetes, /

' debiiitated m\tlent and elderly women with a history of csndidiasis,
I have found vaystecl'.;.nwF a very efficaci ous antibi uotlc in the /
suppression of monilial overgrowth. 1 am suré¢ that you can” appre-
ciate that the oreventibn of this ormnlom 15}')9)‘1,%1{:‘:;0@:113\:
in view of many recont report«s m m(‘d.l.('f\'l Iiterature rcgardlw it

&s.a cause of increas od mornalLty nd mor‘bm ity.

Y still bel:,eve in_the olo adage,

worth a nound of cure."

"e:n ounce of },revention is
I s»ronply feel that the removal of this

drug from the available mnrkoi‘ would be a1 definite inconvendcnce

and detriment to the practi ce of medi. (.Jnc1 especially as pertaining

to the above’ mcn'cloned oat:ems, '1
Kl . ) 1
S '

.
v

i
|
|
1
i
t
i
4

4 o
LS nend (54

3 /u“

John A(R. Marino, ¥.D. /7
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: Epwie 3, Aznaxmson, M. i,
| LI I00T V. ROCKLAND SYRERY
. - Pt ADE

Prta, A ‘mim;

_ Jomvary 26, 1969

|
i

Eerbevs he L o Jeo, MDD

Chudssioner off Pood & Dyugs

Dopartuent of Health, Réuecation:& Welforoe
Yashinglon, DG, 20204 .

L S |
Deax Dri Loy: i
i
The NAS/HRG pcmcl’q Proport on } Yysteclin-P :a.ndlca:tos
that they are not awere of evidonco of proved efficacy
in the prevention of disossc duo %o monilial organians,
although suppres suo*m of growili of moxilie ey be aceome
‘p.t:.shed. ' ’ ;

)
Houover, my informed medical judg:
widespread neodical opir
.candide 1o cause cand

b a9 suppov'ﬁ»d’by
on 1s thatmpread of intestinal

. is & risk which in the
indicated conditions should be considered in. using omti

biotic mmw/. Tho combination conteined in my'tuoclvn
in my e*pcmcﬂco ie convenlent, umc"ul,
dofinite volve in the care of ny pats

“l‘.‘
ePfectivo and of
erits . .

; .
1
.- Sinecrely, |

H '

/ 7 4
i ” ..‘ &.",/.vv oy )/ 4 ’ N
Béwin B. Abmmuon, HeDo

EBA/paf

t
i
i

5221
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o /T”Z 7-67
| T
‘
Dear Dr. Ley: | . i .
Mystccl:nnF has had g definite uaofuJ place am‘on
the nntlbxoucs prescr)bed in my pmctue, partlcularly
“for thosc; types of patlent;s prone to capdldal infectiono
('vwmon with a history of gandidiases, cldorly patients,
dobllltated panents. dxabeticﬂ patlenh o COI‘ti\"O“LC‘I‘O).U.C
‘f"na_ combmauon containad 1n Mysteclin-¥ in my
c)q)rrionco is convenmnt. ua,ef‘u], effective and of dafml‘m
‘value in the care of my patAents. |
I have used Mysteclin -¥ for sevoml years and. foel
the FDA order to withdraw Myst,cc].inmul from availability
v for prescription vse woul(?l\ creato anvunne_cossary and
ir;convenicx?t restriction o}. my proscribing freedom to
the detriment of my patioﬁtsu

Lo Sincerely,
o /%7(

: ) ; 5110 N. Cllni.on

i rt. I\Ydync¥ Ind. 468lOS
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FRODUCLD WITIH Coii

THE UPJOMHMN COMPAN Y

V. COEGAUNTLETT
Vice President
and Director

January 28, 5969

Dear Doctor: .
Because of misleading and possibly misunderstood statements which have
appeared in the lay press, we would 1ike to take this opportunity to
clarify our position and to assure you that Panalba remains available.

In the Federal Register of December 24, 1968, the Food and Drug Administration
published o notice about Panalbia and certain other combination antibiotlics.
The question is whether certain combinations of drugs should be allowed to
remain on the market.

Approximately 40% of the drugs prescribed today ere combinations of one

form o another. In principle, if the physician's right to prescribe is
denied for one category of useful drugs, it is conceivable this same right

may be denied for others. We believe the decision as to whether these

drugs are used should rest in the hands of the practicing physician.

In accordance with the Federal Register, all interested persons who may

be adversely affected by removal of those drugs from the mavket are oy
invited to comuent. Correspondence should be directed t6 Dr. Paul Bryan,
Special Assistant for Drug Ffficacy Study Tmplementation, Bureau of Medicine,
Food and Drug Administration, 200 € Strect S.H., Washington, D.C., 20204,

IT you elect to write to Dr. Paul Bryan we, too, would appreciate a copy

of your correspondence. P

/"{ Py '
Sincerely, <:%Tf”"w_— ‘
L — - . . - . (,' ’
<JL(?5/ ]/C)*—/u——'—-‘..._ }Z”"‘}"\»JS ".»' ‘ «

q. C. Gaunglett o v et

L o
NN - \

o

(l; o :
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. H. Whiting, S, M.D.
238 Main Stecet
Oueida, N.Y. 13421

¥N §-2233 .

January ’51, 1569

i
|

Dr. Herbert L Loy Jr . . \

I have uscd ’;&)’S TECLIN ¥ for 9 yeors. I have found
this product to bewvuseful antibiotic, pu‘thularlv for
those types of patients prone to candidal infections.

A withdrawal of MYSTECLIN ¥ from wy prescription

use would unnecessas sy restrict my prescrib1ng frecdom and be
to the dctmmcnt lof my patients.

i
e )

b
\,_s
|

L

(s “WV

Dr. G h1tmg Srd M.D.

|
|
e

CLYDEE T. THOMPSON, M.D.
ase PARK ATYRCHET
| : MIAME SPRINGE, FLORIDA
[J—— . :
rdiihcme  ooss
!
1 J e
i ' anua F‘Y

i
1
'
|
i

TO WHON, IT AY CONCERN

i i ’
¥
} i i
\ i

Dear Sirs: - | !

The DA order to withdra bow Mysteclin-F from
ayailability for prescr iption use would create
an unnecessary and inconvenient restri ction

on my prescribing freedo*n to the detm’nenb

{
of ny patlenw.

. V

) Respectfully yours,

) T (_,c/f.zw)( S R
) : c. T. Thompson, M. b.

'

|

: |
: ! |
! i o
',l 4

\
: i
i

i

CTTekw
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X Gaiation

P, 0. BOX 250 H
IB'RLINS\/IL.!\. MAINE  04D11

: o TELEPHENE 7256414
Lacoutive Dircetor ‘ : !

DANIEL B\ HAKLEY, LD,

. Beeretury-Dics
Eseueh M.

February I’;', 969 .

|
8

Dear Doctor:

‘You may be aware of the FDA order to wi thdmw Mysteclin-F £r om the market

“due to the NAS/NRC panel's: report on MystecllmF indicating that they are

K not aware of cvidence of. proved efficacy 'in the prevention of disease due
. to monilial organisms, although suppress:uon of growth of monilia may be .
accompllqhod ; . /

.
P : :

. IF you belicve Mysteclln ~F has had a defmlte useful place among

i the antibiotics pxescmbcd in your practice, particularly for
-those types of patients prone to candidal infections (wamen
with a history of candidiasis, elderly patients, debilitated
‘patients, dmbetlcs, mtwnts on coruco%tcrmds, etc);

. HL a’z ety S

IF your medical opinion is that prcad of intestinal candida to

cause candidiasis is a risk which in the indicated conditions
'should he considered in using antibiotic therapy; %a

IF you feecl that the combination comalned in Mysteclin-F in
" . your experience is convenient, useful, effecflve and of defi-
nite value in, the care of your pa LlPﬂt‘;. P

IF you feel the FDA order to withdraw Mysteclin-F from-availa-
-, bility for prcscmptwn use would create an unnﬁcssary and
- inconvenient restriction on youxr proscmblng freedon to the

: detnment of your pd‘caents - ,ﬂa “wrerild. .

Please forward: your‘épinion to: i Jd/,/w) ﬁzﬁ\um AP P
: ‘ : oo . ‘i / /3&2) /\""64 50”/26’{‘ T
Herbert L. Ley, Jr., M. D phlot
Conmissioner of Food and Drugs
. Departmnent of HLaIU), hducauon
. and Welfare ! :
| B shmgtor}, D.C: 20204

’

JJPG 1517, 1959

! 16th Aranal 50 j

o f he Snm osot, Rockland, Maine,
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BRUI\&:WIL‘\' MAIN

Tu:Puan, 7ub
Lzeoulive Dircotor L i ‘. . Beoretary-Treasures
Daxixt I, BANLLY, 1D, ’ T

¥ewren M, Kunxanp
I‘ebru(xry 3, 196 :

_) !
_.,« L
' '\

\

|

|

Dear Doctor: :
. : . i ; . -
You may be awaré of the FDA order to withdraw Mysteclin-F from the market
“due to the NAS/NRC panel's report on Mysteclin-F, indicating that they are
.- 'pot aware of evideice of proved efficacy in the prevention of discase due

“to monilial organisms, although' supplosswn oF growth of monilia may be
-accomplished,

i

i believe Myqteclm -F has had a defmlte, useful place among

. the: antibiotics prescribed in your prectice, particularly for
h, : . those types of paticnts prone to candidal infections (women

with a history of candidiasis, elderly patients, debilitated
. paticntsa, diab,ctics , paticnts on corticosteroids, etc);

;T;‘.‘ soar medical opinion is that spreaﬁ of intestinal candida to
“ ; cause candidiasis is a ris)f WhiC]l.il.l the indicated conditions
) gl should be considered in using antlbzotlc therapy;
5 feel that the conbination contained in Mysteclin-F in
Q\ Q}V@ yoar experience is con\roumm, useful, effective and of dof i-
By - m te value in the care of your pa Ll(‘ﬂt"», . i -

o feel thc I‘DA order to withdraw Mysteclin-F from avai 1a-

é\aﬁ blhty for prescmpum use would create an unnecessary and
S ™ inconvenient restriction on your prescribing freedum to the
detriment of your patlcmm - | '

Please forward your opinion to:
]

A

Herbert L. Ley, Jr., M.D,

i e Comnissioner of Food and Drugs
. Department of Health, Education
and Welfave i

Washington, D.C. 20204

) :‘;' e . /
q’.‘A(. 0 w(),/«//\' LS e txﬂ}

i q

PN

s Meane. DT L

1E6th Avnual Ses ::m, The qcm..;:. Re:"

(/\a ‘O““% Ay

Waine, Juna 1517, 19569
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. P, D, BOX 25
BRLIN.SV\’I[:K. MAINE  D4an1
FELEPIONE 7256414 X
Ercetive Dircotor . . Efcca'cmr;; 3
DaNImL P HANLEY, ML,

SHYeE
Berusk M, Kyssaun

February 3, 1969

Dear Doctor:

You may be aware of the FDA order to withdraw Mysteclin-F from the market
due to the NAS/NRC panel's report on Mysteclin-F, indicating that they are
not aware of evidence of proved efficacy in the prevention of disease due
to monilial organisms, although suppression of growth of monilia may be
‘accomplished, .

IF you believe Mysteclin-F has had a definite uscful place among
the antibiotics prescribed in your practice, particularly for
those types of patients prone to candidal infections (women
with a history of candidiasis, elderly patients, debilitated
patients, diabetics; patients on corticosteroids, etc);

IF your medical opinion is that sprecad of intestinal candida to
cause candidiasis is a risk which in the indicated conditions
should be considered in using entibiotic therapy;

IF . you feel that the conbination contained in Mysteclin-F in

" your expericnce is convenient, uscful, effective and of defi-
nite value in the care of your patients; :

IF you feel the FDA order to withdraw Mysteclin-F from availa-
bility for prescription use would create an uwnnccessary and
inconvenient restriction on your prescribing freede to the é
detrinent of your patients -

Please forward your opinion to:

Herbert L. Ley, Jr., M.D, .
Comnissioner of Food and Drugs .
Bepariment of Health, Education, * -

and Welfare ™
Washington, D.C. 20204

2 Maing, Jese 1817, 1969

V63 Aved Session, The Samcset, Bogt

81-280 0—69—pt. 12— 17
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P, 00, BOX 250 P
BRUNGWIGK, MAINE Ui&':f__lt—/(

TELEPHONE 7 256414

Becirclury-areasurer
Yoermen M. FENRARD

_~F'cbmg1ry 3, 1969 ,;

1 ¥

l
i
g
'!

1 .
s
. Dear Doctor: ) i ) [
You may be awarc of the FDA order to withdraw Mysteclin-F from the market ‘ \
“.due to the NAS/NRC panel's report on Mysteclin-F, indicating that they are ,
 pot awarc of evidence of proved efficacy in the prevention of diseasc due - \Y\
to monilial organisms, although suppression of growth of monilia may be N
accomplished. - e
e ? : : . \-
ou believe Mysteclin-F has had a definite usefyl’place among C\ X
antibiotics presm‘—ib’cﬂ":h_yb'm"‘prac,t\ice, Articularly for =N
pes gf/paﬁents pronc to candidal>iffections (women N %
,withah \"71;3‘)',0&' candidiasis, clder}/}% atien‘ts,‘dcbilitatcd N
; patient7 drabetics, patients on €Y ticosteroidsyetc); \
: : Y
IF your mhdical opind is that spread of intestinal candida to ‘\ .
caus¢ candidiasis irs'\‘x{i?%hich in the indicated conditions ) <
shou d be considerec?ring antibiotic therapy; \ \\\‘\
IF you feel that the nbinalhmktained in Mysteclin-F i‘n N
your \pxperience1s convehient, useRyl, effective and of ;defi- Vi
nite ijrihe care of your patients]

\

. ) A
IF you fegl the FDA order to withdraw MysteclincF £rgn availa- <
bll/nf for prescription use would create an unl e(cﬂssary and \
jnconvenient restriction on your prescr‘bémﬂreeu u to the N

otriment of your patients

‘ ) . . :

Please forward your opinion to: :

Lo Herbert L. Ley, Jr., M.D.
Iy Conmissioner of Food and Drugs
Department of Health, Education
and Welfare
Washington, D.C. 20204

on
T ree peegp e g

Ypp
,?)jm/‘f,'-,‘l-/“ = / .
: - o Lok Z.; N pbi ‘7}\ LR ANy
;‘,':z st Ibtiro / f]\’/l!j - "0/1’20 > A e ¢

: Y o N I
\)) (/l/((/ﬂ/b,&;/\mﬂyﬁé/){/A:m,&,/] s

o on o d Rdaing, Y 10 e
o Waino, June |T’ l/.‘ !‘70) o ,// o
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Offics’ ¥honw; p3d.2241 - ° - i

- 4
- 1
i

. -
| . . . L
- JACK A, DAWSON, M. D, bl

4 : . | pocron's vuipivg
e " Nowrit witicesnono, N, c.

: " February 3, 1969
S . v 3

o : -

. i
. R

N Deer Doctor Leyt ' \

" Mysteclin-F has heen used exteAs;vely in
My practics dnd on a comparative basis to
- - the plain antibiotics has never caused a
B - monilial overgrowth or stomatitis., I am
. \ | . not convinced by dcsdemic studies, but
e . rather clinical r sults and ‘therefore am ;
. of the opinion t.hat there is absolutely :

: . no’ justificstion to remove Mystecl:.n-
. from the market,

I have been using Mysteclin-F sihce 1962 ‘
. _‘.and hope to contlm)xe. .
1} H
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[N TR veerene ..A.‘ Drra KR 206 s esinnnieeiienen ceeres .
: : R |
i o Kike s -
Fromite e anenieeioneaaienan JocK.lkcr ..... veeens - VWreitien Frooo
[
Lo

P T LT TR T T TR T IP PR Y LA

\
rsuhicct: :

Mysteelin=¥ Tebter Lo ??DA

.

I
‘L.

|

{

|

!

i

|

1

|

i

‘\

!

Dear Doctor Dawson: I

) |

Hope the enclos

your signature. : '

. . ‘ i i
Sincerely,

ed lottor is sutisfactc%ry for

Joe
{
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E. ALLAN TOTEY, M. D, N !
S . 2044 BURDETT AVENUE

- . -

i TROY, N, ¥, 12180

L TRLEPHONE: ASHLEY 25012
) [
|

}

) ? 3‘Febrhary 1969

; ‘ |
: : ; 4 |
‘Herbert L, Ley, Jr,, M,D, .
Conmissioner of Food & Drugs o

;" Dept, of Health, Education & Welfsro

" Washington, D.?, 20204 o

. ' . S ) [
-\ Dasr Dr, Ley: : .

! Mysteclin-F has had a definite useful place
among the entibiotics prescribed in ny practice,
.. perticularly for those types of patients prone to
;. eendidal- infections, :

: I have been using Wysteelin-¥ for (5) yesrs and
.- .the FDA order to withdraw Hysteclin-F from sveile
- abllity for preseription use would ereate an une
" necessary and inconvenient restriction on ny

‘preseribing frecdon to the detriment of my patients,

. ) e B 1 .

i i i
o

I . P
| ‘ Very -truly yours,
H . 7 : A

< el m;, Y,

EATshee
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Febrvery 3, 1969

Hoverd J. Kerr, Mo D. )
3084 Menry St - Y
Muskegon, Michigan L911?

Herbers L. Ley, Jrd M, D, |
Commissioner of Food & Drugs - :
Dept. of Heoluh Educetion & WC]fdP“ i
Nash*ngton, b. C. 20204

Deer Dr. ley: ”‘ix

MyatechﬂmF has an 1moortan place in my medical prectice.

Having made hysteclﬁnwF ny broad spectrum antibiotic of
choice, especvially in my patients prone to candidal
infections, for the 'past seven years, it is my opinlon
that Mysteclin-F is ia very useful and safe’ antibiotic.

The FDA order to withdraw Mysteclin-F from availability

for prescription use would creste an unnecedbsary and ine
convenient restriction on my UrCquLblné frcuuom o the

detriment of my patients. R

Respectfully submltted, —f

: i i 7 j}' /{Eﬁ; .w</%.j
Hovard J. Kerr, M. DJ )

‘njk:pap ‘ :
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/ ’ WILLIAK 8. DOWNEY, Ji., M. D. PN .
{ ¢ 237 UKION STRE N
NEw DEDHO}_KD. L

2740

TeL. (617) 0021442

Februaty 5, 1969

Dr.' Panl Bryan i
Special iLssiscant forDeug Bifheacy Soudy Impler.aentsz.t.’i.on
Buren of Hedicine o :
Food & Drug Administration .
200 C Strect, S.W. i )
Washington, D.C. 20204 . :
; k

Deax Dy. Buyan:
¢

<esponding -to & letter fxom J.C. Gauntlets of the

b
UpJohn wpany to write to you sbout the mislesding staten

thaet have been in the newspapers about Panoliba and Mysteclin.
I had pau,.cnt who culled me end guestioned why I hed
used = end Mysteellin on pmwouu océasslons snd what

kind doctor would use a medicine thet was inelfective ox
no pgeod. -Without having all the ne ial svallable to ne

Lhc,«.b vou have available to you, Lt still does not Sewm to be
the nosv e“octwo way fTor sll concerned to have a statement

in the nmfspapc suggesting that o preparatlion which is
COILE ally avaulabje is InefTective whon -in tzuth, there is

some Vfl ectivencss, i

I am not and nevaer have been @ b‘ig uger of Panslba and
Mysceclin, but thore axe times whon I £ind them effectived
Panalie ie effective for me lin cases of crovp and we have
meny cases of croup in our area. I use Mysteclin F when I
have & newborn c¢hild who could uvse o broead spectrun px epwn
atior. and I Gon't want to ¥un the cisk of developing thrush

¢ ]

As a result of the public statenents on theso two
cygtions, when X v'"i co for thom X run the 2isk of scingw
one pickihs this up and vecognizing the namos and saying,
"Isn't that the dxug thet the Federal Government hes withe
dxawn?® I would like to add ny neme.tq the 1ist of those
wno are pAoteq‘sing

Simcr(ﬂ Ve i

' 7.1,(_,(/(,,“\,\ ’// Z%\A-.\w N i

Williea S. Dup:awv Jre. M.D.

REGIEVED

D
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i 7

Mysteclin~T has had a definite uscful
place among UIC‘ antlibiotics prescribed
inmy plc‘C'L)(‘c “particularly for those
types of pzmontq prone to candidal in-
fections (womcn with a history of candi-
diasis, elderly patients, dobilitated

. patlcnts, diabetics, palxonh on corti~

‘ costeroids ,‘ etc.)

i
]
~ The NAS/N] G panel's report on Mysteclin~F
" indicates that they arc not aware of evidence
of proved efficacy in the prevention of disease
due to monilial organisms, although suppres-
sion of growth of monilia may be accomplished.
However, my informed medical judgment as :
. supported by widespread medical opinion is
- ) “that spread of intestinal candida to cause /
R *.° . candidiasis is a risk which in the indicated
i condiuons should be considered in using anti- /
biotic therapy. The combination contamed in %
Mysteclin~F in my experience is convemo%/\xso~
{ful, effective, and of definite value in he care
of - my patients. i

(Number of years phﬁicimi has used M&stoclim?
- since 1960 ) - 9“/,,/‘, /;44,. e

. '

The FDA order to withdraw Mysteclin-F from
availability for prescription use would crcate
‘an'unnecessary and inconvenient restriction on

¢ . my prescribing frecdom to thc, detriment of my
potients B

f)k‘/ £ zo//"’» 2 G _/'4«7 ///,/ il
" / 777,.%/'»
& ///

"})/ Alripeitss HEER /2/‘/% L

/{’ et (—././'/z/~ /’1////4/}’(,6

A
it

o,

el .(/ LV//{:{)/'!/I»{‘ "'&/// // .

Z
0 L
e 2 £l

/'./// “ t,/._/
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‘ @j./j)m,,w// e ¢ Q/%,ﬂ/ & / & é /i:f{/m! i

) ;

718 K STREET

1’12){.) ANCHORAGE, ALASKA 99501
! N : f ¢ TELEPHOWNE 272-2671
. i :
i . .
o Febreuary 7, 1969
1
i H :
' ;
i i i
i i i
| |
: L. Ley, Jr., M.D. ' | :
dssioner of Food and Drugs i }
Departuent of !eath, Education (;rﬂd Welfare 'l
. Washiigton, D. C. 3 :

20204 L : '5
Dear Dr. Ley:

Tetracycline and its associated "hroad spectrum antibiotics” are
5

life-saving drugs. There is no question but what they permit an
ovexr~growth of Monilial-like orgemisms at times. -

I have reason to believe that Mysteclin-T and similan combinations
with Fungisone or Nystai:in exert a favovable influance toward sup-
prassing ove «prowth of; ‘candida'. -

I zm not aware of any h'n:m due to I‘um,,voue or Nys iaMn used in the
docses prescribed with thc "broad spectrum antibiotics'. .
I believe, like thousa d, of other doctors, that we should be

allowed to continue the use of the combinations until it is provea
thut tnc»y are harmful or useless. H |

: Sincercly yours,

P
;
et /

]
Hoxmro G. Romig, M.D. /1’
/

i
1
1

HGR/ gw !
Encl. Guidelines which Phyulc.ums
lay Went to Include in Letier : : '
. to FDA, : i i : ; '
i i
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GUIDLLINLb V"HlCI—I PHYSICIANS MAY WANT TO INCLUDE IN LET 'ER
TO.THE FDA S —

. i
Mysteclin~F bas had a definite useful
-t . place among the antibiotics prescribed
s in my practice, particularly for those—~

“types of patients prone to cagdlda in-

. fections (women with a. history of cand1 ~
diasis, elderly- patients, debilitated
patlent.,, diabetics , pat:ents on corti-

osteroids, etc.) ;
b a
. The NAS/NRC panel's report on Mysteclin~F
indicates that they are not aware of evidence
of proved efficacy in the prevention of disease
" due to monilial organisms, although suppres~
sion of growth of monilia may be accomplished.
! '_Howcvcr, my informed medical judgment as ’
supported by widespread madical opinion is
that spread of intestinal candida to tause
candidiasis is a risk which in the indicated
conditions should be considered in using anti-
biotic therapy. The combination contained in
Mysteclin-F in my experience’is convenient, use-
T ful, efl’ectivc, and of dofmite value in the care
- . of my put:crts‘

1

(Number of years physician ‘Vhas used Mysteclin-F

since 1960.) :

~ The FDA order to withdraw Nysteclin~T from
" availability for prescription use would create
an unnccessary and inconvenient restriction on
}my prescribing freedom to the detriment of my
'-‘ patients. . o !
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Discussion of the Food and PDrug Administration's Position with
Respect to Certain Combinations of Antibiotic Drugs

Under the Federal ¥ood, Drug, and Cosmetic Act enacted in 1938,
safety was the sole consideration for obtaining approval to market a
new drug. The Drug Amendments of 1962 extended the requirements
to include substantial evidence of effccliveness,

The Amendments also prescribed the criteria to be used in
determining that a drug is effective. As defined therein, "the term
'substantial evidence' means evidence consisting of adequate and
well-controlled investigations, including clinical invesfigations, by
experts qualified by scientific training and experience to evaluate the.

effectiveness of the drug involved, on the basis of which it could fairly

and responsibly be concluded by such experts that the drug will have

the effect it purports or is vepresented to have under the conditions of
use prescribed, recommended, or suggested in the labeling or proposed
labeling thereof. "

These Amendments also conferred upon the ¥ood and Drug
Administration the responsibility to review the decisions made on
the many hundreds of new drugs introduced to the markel from 1938
t0 1962, which had previously been approved only on the basis of
evidence of safety, and to determine whether there is subslantial
evidence of effectiveness for each purpose for which they are labeled,

It was also deemed necessary to re-examine all antibiotic drug pro-

ducts cleared for marketing between 1938 and 1962 and to apply to them

the same criteria for substantial evidence of effectiveness.

The ¥ood and Drug Adminisiration did not have sufficient medicel
manpower to carry oul the efficacy review by itself. Tie Agency
needed the help of the hroader scientific community and a means of
bringing to this assignment the nation's best scientific and medical
knowledge, The Food and Drug Adminisiration sought out the assist-
ance of the National Academy of Sciences-National Research Council
in order to carry out the efficacy study.

In condueiing these reviews the Academy had access to all
information with respect to these drugs which the drug sponsors
submitted in an offort to esteblish ihe effectiveness of their dru
in addition to the submitted material, the Academy was privileged
to use all the information concerning the product under review that
appears in the scientific literature.

It is important to note that the Federal Re
published Dzcember 24, 1968, on the ¢oInBITAIGH diugs, which
been referred to in the public press, was directed only to the fixed
combinations of the specific anlibiotics mentioned.

Cr announceing I'lt’

has
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Ideally, antibiotic therapy should be initiated only after laboratory
testing to determine the susceptibility to various antibiotics of the
organism causing infection. However, in practice, antibiotic therapy
is often initiated on thé basis of the clinical experience of the physician
who prescribes an antibiotic which he thinks is appropriate. The sup-

osed medical rationale for the use of combination antibiotics is that

1) they are better than one of the components alone by having an addi~
tive or synergistic effect; (2) they have a wider spectrum; or (3) they
protect against overgrowth of organisms which are not susceptible to
one or the other antibiotic, ’

One disadvantage of a fixed combination ig that it;limits the
flexibility of the physician in prescribing different amounts of the
individual components. If he were giving the antibiotics separately
to a patient the physician would have the option of prescribing them
in different ratios, according to the needs of the patient. Another
major medical disadvantage of the combinations is increased possi-
bility of adverse reactions without increased efficacy. Thus, to .
justily marketing of a combination antibiotic, it should have advantages
that outweigh any increased risks,

The Tood and Drug Administration has concurred in the evaluation
of the following combination antibiotic drugs by the Academy and con-
cluded that there is lack of substantial evidence that these fixed com-
binations are effective for the conditions for which they are labeled or
that each active ingredient contributes to the claimed effect on the basis
of the following medical findings:

1. Mysteclin ¥ (tetracycline and amphotericin B), There is a
lack of available scientific evidence that this product will pre-
vent discase due to monilizl organisms ag claimed in the label-
ing for the drug. It is possible, in our judgment, to prescribe
antifungal drugs (the amphotericin B component) when clinically
indicated, rather than to use them indiscriminatively as "pro-
phylaxis" against a clinical entity scen uncommonly during therapy
with tetracycline and other antibiotics.

2. Albamycin G, U. (novobiocin calcium and sulfamethizole).

The limitation of the combination are the limitations of the
individual components. Novobiocin is limited by (1) its narrow
antibacterial spectrum, (2) the rapid emergence of resisiant
strains, and (3) the great frequency with which adverse reac-
tions occur. The novobiocin component has only inodest efficacy
in the treatment of wrinary tract infections. - Further, evaluation
of the available evidence has led to the conclusion that therapeutic
results occur, if at all, from the activity of onc of the individual
components and not by reason of their combinaticn,

’
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3. Albamycin-T (novobiocin sodinm and tetracycline hydrochloride).
It has not been shown that microorganisms are more susceptible to
the combination than to either antibiotic singly. The comments in
parvagraph 2 regarding novobiocin also apply to this combination prep-
aration.

4. Panalba products (tetracycline phosphate complex and novobiocin).
This combination hag not been shown to be more effective than when
onc of its components is used alone for the therapy of susceptible
organisms, The preceeding comments regarding novobioein also
apply to this fixed combination preparation. i :

These comwbination antibiotic drugs are still on the market. The
distributors have been given the opportunity to provide evidence that the
drugs are effective for the purposes for which they are intended. If
adequate data are not forthcoming, the distributors of the drugs will
be given an opportunity for a hearing. If a hearing is held and decided
in favor of the Government, the final order may be appealed to the
courts. Withdrawal of the drugs from the market would not preclude
clinieal invesligation of them through the investigational new drug pro~
cedures, Based upon a demonstration of effectiveness by adequate and
well-controlled studies a drug may be returned to the market.

March 3, 1969
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R. Bquibb & Song, Ine.

,/' .
} Welch Road T -
o Allo, California 94304 _r(:[//u,\ it A
+327-8340

March 25,

o - )
Fkni, O L Sy,

.

. Lyden, M. D. R Tl //c..»;,/,,//
2166 Hayes Strecet . - z 4 . {'f' (/.
R San Franclsco, Calif, i . ,dlu «er“b'au-m..-/r‘«; o
’ ey

Dear Doctor lLyden:

‘We appreciate your consideration and support in
taking the time to write the Commissioner of the
Food and Drug Administration regarding a recent

report on Mys Lcclln -F by the NAS-NRC.

Your faith in the preoduct and assistence in helping
to maintain the availability of Mysteclin-F is very

much appreciated.

Very truly yours,

. NULLALLY, Mrmnger‘
San Francisco ch"on

WEM/s]is
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o e A /
ROBEKT D. GILLY / ; )' J
816 WILLIAMS & >
P.0. BOX 127
DURON, CIUO 44839

Telephone 4342431

: Aprit 1, 1969

Food ‘Ang Drug Administration
Washington, D.C.

Gentlamen:

A recent news report indicates that you have been
receiving a lot of wail abeut your plan to remove z nuinber
of azntibictic combination products from the merket. Since
most of the meil reporiedly has been apposed to the FODA
decision, | feel obliged to wite and take the opposite
side,

In my epinion your judgement thal these products
should not be on the markaet is correcte Removing them
from the market will do the American consunmer no hartie

I have somz misgivings atout the wisdowm of the govern-
ment taking this much power, howaver.® | think the govern.
rment ig right in this particular instance, but have no faith
thet it always will be in similtiar circumstances,

Sincerely,

Robert U, Gitictte, M.D.

RDG:dp
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. o et e FefEpui
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g

April 3, 1969

The Honorable Robert Finch

Secretary

‘Department of Health, Education
and Welfave —

330 Independence Avenue, S. N

Washington, D.C. 20201

My dear Mr. Secrelary;

We noted with great interest the action taken by the Food and Drug
Administration to remove a considerable number of "fixed- CUMUINa110W“
drugs froim the market.

Expert testimony before congressional committees and studies’by'the'
National Academy of Science have laid a solid foundation for this
acticn by revealing that the "fixed-combinations" weré merely high-
priced trade-name concoctions of more simple, cheapﬂr drugs thal could
be prescribed for a fraction of the combination's price.

Moreover, Dr. Herbert Ley, Jr., the’ Food and Drug Coxm1s<1on°r points
out that to use a drug with two or more active 1naxcd|eﬁL< when the
atient can be cured with one "“is irrational thercoy " This alsp expresses
is concern aboirt ng1ro 2 pat1ert an unneeded druyg and exposing hin to
- additional poss1b1c side reactions.

Thus the drug companies stand accused of combining drugs for the sake
of enlarging a]read/ substantial profits and doing this without regard
for unnecessarily exposing the patient to poss*b]e harm from drug reaction.

We are avare that those who proTit from these drugs are asking physicians
to protest the Food end Drug Administration oct10n to men in h1gh govern-
ment councils. Our reaction to this is that at no time should protests
toke the place of cbjective scientific ev1der*~

If the companics fnvelved are able to produce solid evidence that the
drugs are of»'ct1v let them do so within the 30-day period provided by
the Foed and Diug cu sioner. He, incidentally, found it “curious" that
in the six and one-half years in which they have had the opportunity to do
this, ihe compenies pruuu(vx uo shired of scientitvic evidence acceptable to
the. National pCrd“hﬂ ol Science panals.

81-280 0—69—-pt, 12—16
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We fully support thc actions of the Food and Drug Administiration as
being clearly in the public interest and urge you to back them up
- wholeheartedly.

We hope this action will reduce the high and burdensome cost of drugs’
for_over 1 million achve and retired railroad workers and thelr famhes.

DAVID N. GREY, M.D.
JOUN P. BURNMAM, M.D.
HENKY L. STOUYZ, M.D.

vroLoGy ©

2033 LOMA VISTA KOAD. SURL £
CVONYURA, CALIFOISIA

April b, 1969

br. Herbert L, Lay, Jr., Commissioncr
Food and Drug Administration
Washington, D. C.

Dear Doctor lay:
I have recenily noted in the news that your organization

has received quite a few letters protesting the 'banning"

of antibiotic cowbinations. 1 would like to indicate. to

you that | am definitely in favor of your actions and feel
that such combinations offer no advantage over separate
prescrlptxonsg have some definite disadvantages, and that
their main appeal is the saving of time involved in writing
more than one prescription, which is certainly not an adequate
reason.

Sincere|y yours,
/

. HLS:qb Henry L. Stoutz, M. D,
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G. G. Kuaiz,

PHONL 2657831 ARLA CORE 405
At Fo
HAVRE, MO:

C. W, Lawson, 14D,

0. S Mac Kiwzi, M.,

JUE Eruorn, MDD, 3.0, 0nue J.H. O Leary. M.D.

EUSINESS MANAGER

April 4, 1969

. Federal Drug Administration
Washinglon D.C.

Deer Sins:

1 noticed with some consternation that you heve recelved over
3,000 lettere opposcd to your recent decision about drug
comb;nationu, such 2s Pan Alba, I aw writiug this lec‘cr in
order £o be put oa record that I am heavtily in favor of you
decision.

I have long felt, a¢ have many of wmy colleagucs, that the
combinatione are not uscful and that the drugs in the combinations
are not {irst or quite often not sccond cholee drugs for the
indications that are given by the detall men and the drug ads.

Sincerely,

//*:/l /z,.‘-

Jonn Re Brewer, M.D,
VPedi“\r‘c and Adolescent Mediciue

JRB/1v
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RAITNEOW BOULEVARD AT 39TH STRE

T
KANSAS CITY, KANEAS G6i03 o  AREA CODE 913 e ADams 6-5252

CLINICAL PHARMACOLOGY STUDY UHIT

April 10, 1969

. QECIEVED

Herbert C. Ley, M.D. RPILS Pm?
Commissioner

Food and Drug Administration
Washington, D. C. 20204

E R
TRSK fﬁuu 11--16
Dear Dx. Ley:

I have been reading, w:th increasing algzm, the numerous tirades
and testimonials of practicing physicians concerning the att umpt
by the FDA to implement the NAS-NRC report on combination anti-
biotic products. I am also a pra?.Aclnc physician and treat
patients on a daily basis as well as inves tigate the clinical
effects and responses of drugs. To my knowledge, the increased
effectiveness of two anl;b1oL1c° of over only one, has been de-
monstrated that with organJ sms resistent to many antibiotics,
the judicious administration of two. or more carofu]ly selected
antibiotics can be life saving. However, this type of approach
efully tailored to the in vitro sensitivity studies
for Lhac particular organism and cannot be accomplished with the
available multiple antlblotlc preparations.

Please accept this l@Lter as my vigorous support for your stand
in this matter.

Sincerely yoursg

@mL@

Daniel L. Azarng ff, M. ?
Professor of Medicine énd-
Pharmacology

DLA/bt . .
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Mo, NG
P, O. BOX 1174
SENECA, £0OUYIE CARDLINA 20678

| co Aprdild 19, 1969

'
H

_ Paul A, Dryan, M.D. !
Special Assistant for Drug I‘ff]cecy
Study Implementation .
Bureau ‘of Medicine .
Dept. of Mealth, KEducation, and Welfare *
Washington, D, C. 20204

Dear Dr. Bryan: |
Thank you for your kind letter of April 17. My plea for combinauvions
of medications was not in the antibiotic field but rather in the anti-
hypertensive field. ;
i
I am in entire aprec-mont with your publicly stated posnroa abour |
. combining aut;b:\otvcs.

Yours very truly,

FBAjr /mg T

5247
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} Senator Nerson. Thank you very much for your valuable con-
tributions.
We appreciate it.
‘We will adjourn to June 19 in the caucus room. at 9 a.m.
(Whereupon, at 12 noon, the subcommittee was adjourned, to re-
convene at 9 a.m., Thursday, June 19,1969, in the caucus room.)






APPENDIXES

AppEnDIx 1

[From the AMA Archives of Internal Medicine, April 1957, pp. 536-538]
THE CLINICAL USE OF ANTIBIOTICS IN COMBINATION

A a recent informal meeting of a large group of internists who are
leaders in the field of infectious diseases, held in connection with
the Central Society for Clinical Research, unanimous concern over
the increasing numbers of amtibacterial agents packaged in com-
bination for oral or intramuscular use was expressed. \

The accompanying editorial was suggested at this meeting. While
American. physicians owe @ great debt of gratitude to the drug
houses of this country for the quality of their products, there can
be no question that the trend toward promotion of combination
preparations of this type is a dangerous one. The reasons for this
are outlined in the following combined statement. It is recognized
that physicians have the opportunity to use combinations of single
antibiotics in any way they thing best, but availabilily of the scores
of amtibacterial products already put up in combinations decided
upon by the manufacturer and not arranged for each individual
patient will unquestionadbly lead to abuses if unchecked. ‘

. Paurn 8. REOADS, M.D.

The recent appearance on the market of preparations containing two anti-
biotics in the same capsule calls for an appraisel of the rationale of such therapy.
Theoretical or practical reasons for administering more than one antibotic to
a patient at one time are as follows :

1. A second antibiotic may delay the emergence of bacteria resistant to the
first antibiotic.

2. Two antibiotics may be synergistic with one another.

8. In the initial emergency treatment of seriously ill patients where the estab-
lishment of an etiological diagnosis and appropriate antibiotic sensitivity tests
may be delayed, two or more drugs may properly be used as “insurance.”

4. Mixed infections caused by more than one micro-organism may be better
treated by antibiotics found most effective against each one.

5. Reduction of dosage of each of two “additive” drugs may result in lowered
inci(iience of toxic effects to each, as in the case of streptomycin-dihydrostrepto-
mycin.

The emergence of streptomycin-resistant- tubercle bacilli is delayed when
aminosalicylic acid or isoniazid is given in conjunction with streptomycin. In
the realm of nontuberculous bacterial infections the application of this principle
is not so clear. Numerous clinical-epidemiological studies have shown that the
introduction of a new antibiotic into a hospital or a community is frequently
followed by an increase in staphylococei resistant to that antibiotic. An attempt
to prevent the development of antibiotic-resistant staphylococei by employing
a combination in the treatment of ordinary bacterial infections was carried out
during the winter of 1955-1956, employing novobiocin and spiramycin. In this
study the emergence of staphylococei resistant to both these anibiotics was some-
what delayed, but after a few months bacteria resistant to both of them were
easily found. In any event, the strain must be originally sensitive to the indi-
vidual antibiotics if the combination is to delay or depress the development of
resistance to any of them when they are used together. .

5251
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THE CASE FOR AND AGAINST SYNERGISM

Penicillin and streptomycin have a synergistic effect against enterococcus and
probably against penicillin-sensitive viridans Streptococcus as well, Also, labora-
tory evidence of synergism of various combinations of drugs against individual
strains of several microbial species has been published, but much remains to be
done before these studies can be applied at the clinical level. Furthermore,
different combinations would seem to be synergistic against different species or
even against different straing within the same species.

There is some clinical evidence that tetracycline derivatives or tetracycline in
combination of with streptomycin result in a lower relapse rate in the treatment of
brucellosis than occurs with either drug alone. If the treatment period with a
tetracycline is greatly prolonged, however, a similar low relapse rate will be
achieved.

‘THE “INSURANCE’ PRINCIPLE

In the treatment of serious staphylococcal and other infections the life of
a patient may be jeopardized by withholding treatment until a satisfactory etio-
logical diagnosis can be obtained or until antibiotic sensitivity tests are com-
pleted. In such situations the employment of more than one antibiotic is fre-
quently justified, but these should be used in full doses.

DIMINISHED TOXIC EFFECTS

When equal amounts of streptomycin and dihydrostreptomycin are adminis-
tered, an additive therapeutic effect is obtained. The toxic effect of streptomycin
is chiefly upon the vestibular portion of the eighth cranial nerve, whereas
dihydrostreptomycin affects the auditory portion. When a 50-50 combination is
used, diminished toxicity results without loss to therapeutic efficacy.

The question may be asked: “Why not use combinations since they do no
harm?” Possible harmful effects are five in number. First, the use of fixed com-
binations of antibiotics tends to encourage inadequate therapy. Though sub-
optimal doses of each of two antibiotics may occasionally provide a synergistic
action against certain strains of bacteria, it certainly cannot be assumed that
more can ordinarily be accomplished by suboptimal than by optimal amounts of
therapy. Nor is there any evidence that the spectrum of activity will be broad-
ened beyond that provided by the type and amount of individual antibiotics
actually administered. Hypersensitivity and toxicity may be expected to increase
when two drugs are used instead of one; furthermore, when a physician en-
counters a toxic effect, such as a rash, he will not know which of the drugs was
responsible. A third harmful effect is the probable development of bacteria
resistant to either or both of the drugs used in the combination. And the fourth,
a direct corollary of the second, is the accumulation of antibiotic-resistant mi-
crobes within hospitals or other semiclosed communities. The fifth is that if this
trend is not checked now, the practicing physician will soon be confronted with
such a bewildering array of antibotic combinations supported by multicolored
promotional material piling up daily upon his desk that rational ehemotherapy
will give way to chaos.

The indications for the use of combined antibiotics all apply to clinical situa-
tions which at the present time demand selection of specific doses for individual
cases. The one exception is the streptomycin-dihydrostreptomycin combination.
There are no data or experience which would justify the employment of any
fixed combination of two antibiotics in a single ampule or a single tablet or
capsule for systemic use. It is our firm conviction that the promotion and sale
of such combinations should be discouraged until and unless adequate data from
controlled clinical investigation justify this practice, and then only with respect
to definite combinations for specific purposes.

Harry F. DowrLiNg, M.D.

MAXweLL FinvLanp, M.D.
MorTON HAMBURGER, M.D.
ERNEST JAWETZ, M.D.
VeErNoN KnNIgHT, M.D.
.Marxk H. LEPPER, M.D.
GorRDPON MEIKLEJOHN, M.D.
LoweLL A. Rantz, M.D.
PauL S. RuoADs, M.D.

University of Cincinnati College of Medicine, Department of Internal Medi-
cine, Cincinnati General Hospital, Cincinnati 29 (Dr. Hamburger).
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AppeEnDIx II
[From the Wall Street Journal, May 6, 1969]

FDA CRACKDOWN—GOVERNMENT, - INDUSTRY CrAsH OvEr Bip To CUrRe COMBI-
NATIONS OF DRUGS—AGENCY CALLS FOR WITHDRAWAL OF 100 ANTIBIOTIC PROD-
vors; MAKERS DEFEND EFFIcAcY-—LoNe TERM EFFECT ON PROFITS

(By Jonathan Spivak, staff reporter of the Wall Street Journal)

WASHINGTON.—A new struggle, with high economic and political stakes, i$
looming between the nation’s drug manufacturers and Uncle Sam.

The focal point this time is the medical merits of combination drugs—widely
used prescription products that contain two or more active ingredients.

Government and academic experts increasingly contend that many of these
mixtures unnecessarily expose patients to several drugs at once, permit physi-
cians to avoid careful diagnosis and prevent tailoring of presecriptions to the
patient’s particular needs. )

Drug company executives challenge these assertions and point to the long
and extensive popularity of combinations among physicians and patients. They
insist the products offer effectiveness, economy and convenience.

The Food and Drug Administration is bringing the conflict to a head by ruling
that almost 100 antibiotic combinations ‘are ineffective and proposing to remove
them from the market. Democratic Sen. Gaylord Nelson of Wisconsin, who has
been holding months of hearings hostile to the drug industry, is seizing on the
FDA’s action in an effort to embarrass the drug makers further; his small busi-
ness subcommittee will air criticisms of the antibiotic combinations in a new
set of hearings starting today. !

SETTING PRECEDENTS

The action against antibiotics could set precedents for FDA policy toward
many other kinds of drug mixtures, including pain-killers, cough and cold prep-
anations, compounds used against high blood pressure, and arthritis -and ulcer
remedies. Some of these combinations may come under attack on grounds: of
ineffectiveness.

“I don’t think the pattern will evolve as a general anticombination bias of
this agency,” says FDA Commissioner Herbert Ley Jr. “But I think where these
- combinations are irrational and illogical there will be a confrontation.”

It’s likely that the FDA will prevail in forcing the most questionable products
off the miarket. But other long-established remedies may escape unscathed. And
industry-Government compromises may be veached for others, permitting ¢on-
tinued marketing with restrictions on claims for their effectiveness. ‘

The Government’s objective is to enhance the quality of health care received
by the American public. But industry spokesmen argue that in the end its action
could tend to curb drug-company profits and development of new products. Cer-
tainly the stakes for the industry are large. Dr. Ley estimates that retail sales
of the antibiotic mixtures alone total $200 million or more a year. Combinations
comprise about 40% of all drugs on the market.

SUBCOMMITTEE’'S PLANS

In the short run, the attack on the combinations may simply tarnish further the
image of the pharmaceutical industry. Sen. Nelson, a persistent and powerful eritic
of the industry, has invited academic medical men and FDA regulators to air their
objections to the antibiotic mixtures; the manufacturers may not get an equal
chance to defend their products. The subcommittee hopes to show that the drug
companies frequently foist costly and valueless products on the public by need-
lessly combining already available drugs. Physicians are then persuaded to
prescribe them through high-pressure promotion, the critics will charge.

Particular attention will probably focus on the Upjohn Co.’s widely promoted
Panalba, a mixture of the antibiotics movobiocin and tetracycline. Panalba is
one of the compounds the FDA wants to remove from the market. The company
has adamantly resisted, urging physicians to write the agency in protest.

Many infectious-disease experts argue that Panalba and other antibiotic com-
binations are useless and potentially dangerous. They claim the mixtures need-
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lessly expose patients to highly toxic drugs land encourage physicians to avoid
the laboratory diagnosis necessary to pick the proper drug for the most sue-
cessful treatment. These experts maintain that whenever two or more antibiotics
are needed to overcome an infection, good medical practice demands carefully
adjusting the dosages of each ingredient to the individual patient’s require-
ments; fixed combinations do not permit such flexibility, although proponents
claim the proportions are calculated property for most patients. Furthermore,
the critics say, indiseriminate use of antibiotic combinations results in the
emergence of dangerous bacterial strains that are resistant to all drugs.

“The only defense I can see for a combination is that the physician says, ‘I
don’t know, I'm guessing.” Would you want to be treated that way ?”’ demands Dr.
Robert Wise of Jefferson Medical College in Philadelphia.

ANOTHER CRITIC

There is “very little rationale that we can see in these antibiotic combinations,”
says Dr. Calvin M. Kunin, of the University of Virginia, who is scheduled to
testify at the Senate hearings. Dr. Kunin headed a group of advisers from the
National Academy of Sciences who urged the FDA to remove the drugs from
the market because of lack of efficacy.

The drug companies will defend the combinations as vigorously as they can.
“Clinical reports show that our combination of tetracycline and novobiocin has
retained its clinical efficacy after 11 years,” insists R. T. Parfet Jr., Upjohn
president.

'Combinations of all kinds have important advantages, industry medical men
say. Among their claims: The mixtures may be more effective thamn single drugs,
attacking a wider variety of infections treating several medical problems simul-
taneously such as depression and anxiety or incorporating different attacks
on a single ailment. Combinations can be safer minimizing the amount of a toxic
ingredient by including other less harmful agents. They can offer added con-
venience by reducing the number of pills to be taken and easing the risk of
medication mistakes by patients particularly the aged. Finally the products
can save the public money by curtailing the need for extra prescriptions.

Drug industry men also contend the antibiotic combinations may be a practical
necessity for many small-town doctors, who don’t have sophisticated laboratory
facilities and must treat many patients without careful diagnosis. “When a
busy physician doesn’t have time to see what bacteria is causing infection, it
probably makes good sense to give as wide a spectrum antibiotic as you can,”
insists a spokesman for the Pharmaceutical Manufacturers Association. The mo-
tive behind most mixtures, of course, is to combine antibiotics that are effective
against a variety of bacteria.

But if the Nelson hearings follow their past patternsthe companies will have
little chance to present their rebuttal. The committee is interested in spotlighting
the industry’s mistakes, not in giving it a platform for self-defense, spokesmen
for drug manufacturers assert.

In any case, the drug firms may be somewhat vulnerable on the issue of the
antibiotic combinations. Privately, some of their own experts express doubts
about the value of many mixtures, With the development of highly effective
new drugs, such as the synthetic penicilling; and with the growth of knowledge
about bacterial infections, the touch-all-bases theory behind some of the com-
binations has become harder to defend. Medical men outside the industry al-
most university condemn them ; these critics claim that although there may have
been some medical justification for these products years ago, profit-making
has now become the prime purpose in selling them.

The companies will counterattack, however, by demanding Administrative
hearings and a chance to argue their case before the FDA. That could tem-
porarily stay most agency orders to withdraw their products from the market.
The first confrontation will probably come this year over Upjohn’s Panalba. E. R.

" Squibb & Sons, the Lederle Laboratories division of American Cyanamid Co.,
Chas. Pfizer & Co. and other companies may join the fray later. .

But the FDA has the authority to take immediate action, particularly if it
finds hazards exist. Thus, one type of antbiotic mixture—combinations of pen-
icillin and streptomycin—may be barred from sale without the formality of a
hearing, The reason: Streptomyecin’s known risk of causing deafness l}y dam-
aging the auditory nerve. Though the penicillin and streptomycin cqm-bmations
are small-volume items, they are sold by many companies, including Squibb,
Upjohn, Pfizer and Eli Lilly & Co.
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The most important issue affecting other combinations will be the FDA’s
interpretation of effectiveness. The agency insists that in order to remain on
the market the combinations must be proven more effective than the individual
ingredients. “This obviously means that each active ingredient be effective and
make a contribution to the product’s therapeutic effect,” says Dr. B. Harvey
Minchew, acting director of the FDA’s Bureau of Medicine.
~ The companies will argue this standard exceeds the language of the law. Asg
long as a combination is useful at all, they maintain, it should be legally author-
ized for sale; physicians can then make a choice based on their scientific knowl-
edge and professional judgment. Both sides expect the antibotic battle to be
protracted. “It could drag on for years in the courts,” worries one FDA man.

Most of the drug mixtures were first marketed many years ago when the
FDA required proof only of drug safety; very few passed carefully controlled
clinical trials of efficacy. Although practicing physicians now rely on many
of them, the FDA must decide which are worthwhile and which are not. De-
licate considerations enter in: Should the agency apply exacting modern-day
standards of medical effectiveness or can it rely on the informed opinion of
experts and the medical profession’s acceptance ?

Dr. Ley’s decisions will be watched not only by industry but by pro-consumer
forces, particularly Democratic Rep. L. H. Fountain of North Carolina. Mr.
Fount=2in heads a House investigating committee that is deeply dissatisfied with
some of the FDA’S recent regulatory decisions. The Congressman contends the
FDA has been dilatory and uncertain on protecting the public, and he will prob-
ably goad the agency if he detects what he considers reference to the economic
concerns of the companies.

Along with the possibility of abandoning some popular produts, the phar-
maceutical companies face the burden of expensive and extensive testing to
prove the efficacy of other combinations. One firm estimates that it may cost
$250,000, require as many as 300 volunteer patients and consume over a year
to test just one combination. The trials are difficult because the efficacy of the
mixture must be compared with that of each active ingredient. Some experts in-
sist the task is almost impossible. “This is the kind of research that it’s hard to
get talented people to do,” says Dr. Louis Lasagna, a Johns Hopkins Hospital
drug-testing expert.
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AP?ENDIX 111

[From McCall’s Magazine, March 1969]

Colds are difficult to avoid ~but Neo-Synephrine Ask your druggist for Neo-SynephrineNasal Spray:
Nasal Spray: can make them less inconvenient by or Nose Drops. He will recommend the proper
helpihig to restore frée breathing in seconds—an - strength‘Neo-Synephrine for adults, children, or
advantage over slower-acting medicine taken by infants: o S .

mouth. Swollen nasal passages shrink on contact N
with Neo-Synephrine, permitting drainage and eas-
ing ‘that stopped-up feeling. By promoting ades
quate‘drainage during a cold, Neo-Synephring
helps prevent lingering sinus congestion after ) ¢
cold. ; ik ; i
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ArpeENnDIX IV

PHARMACEUTICAL MANUFACTURERS ASSOCIATION,
Washington, D.C., May 26, 1969.
Hon. GAYLORD NELSON,
U.8. Senate, Washington, D.C.

DEAR SENATOR NELSON : This will acknowledge your letter of May 14, extend-
ing an invitation to the Pharmaceutical Manufacturers Association to appear
before your Subcommittee to discuss certain drug efficacy studies on fixed com-
bination drugs, conducted by the National Academy of Sciences-National Re-
search Council. Since your letter arrived on the day I was leaving the city to
attelnd the PMA’s Annual Meeting, this is the first opportunity I have had to
reply.

Inasmuch as you have already conducted two days of public hearings and have
other witnesses scheduled to appear on the subject of antibiotic combinations,
it would be impossible for our Association or individual companies, whose prod-
ucts are involved, to appear first, as your letter suggests. In any event, we do
not desire to appear for the reasons stated below.

According to recent testimony before the House Subcommittee on Intergovern-
mental Relations, various panels of the National Academy of Sciences-National
Research Council have, since 1967, submitted to the FDA 2824 reports covering
approximately 3700 drug formulations manufactured by 237 different companies.
The NAS-NRC itself, has estimated that its review to date has required at least
10,000 therapeutic judgments.

I wish to note that not one of these NAS-NRC reports, until such time as
notice of it is published in the Federal Register, has been made available to the
PMA or to the manufacturer of the drug under study. Further, according to the
testimony before the House Subcommittee, only 182 of the 2824 reports have
been the subject of a Federal Register notice to date. Whether these published
notices encompass all or some, a majority or minority, of the fixed drug com-
binations which were under review, we have no way of knowing.

For the purposes of this reply, it is immaterial whether the studies you pro-
pose to discuss before your Subcommittee include all “fixed combinations” or only
those of “fixed antibiotic combinations.” Neither the PMA nor individual com-
panies has seen nor had an opportunity to study the reports of the NAS-NRC
on “fixed combinations” or on “fixed antibiotic combinations.” We are as a con-
sequence, in no position to discuss them.

But whether the PMA had or had not made a study of these reports, we would
still decline your invitations on the ground that the issues raised by the NAS-
NRC panel studies involve medical and scientific matters to be decided under
established laws and regulations.

It is our considered opinion that the safety and efficacy questions which have
been raised with respect to combinations, should be decided in the medical and
scientific forum, which functions within the FDA and the Department of HEW.
This decision making should embody a judicious evaluation of all of the evidence
and should be as free as possible of public and political non-scientific pressures,
of disputations of scientific facts by non-medical individuals, or of the written
or oral statements by non-professionals.

We feel strongly that the status of ‘“fixed combination drugs” or any other
category of drug products should be decided through the procedures now pre-
seribed by the Federal law and implementing regulations. The administrative
and legal remedies which the law and regulations authorize should be permitted
to follow their course without prejudging of the issue in a Committee hearing
or in the press. /

Sincerely yours, /
C. JosEPH STETLER.
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ArpenDIx V

PHARMACEUTICAL MANUFACTURERS ASSOCIATION,
1155 15TH STREET, NW,,
Washington, D.C., February 28, 1969.
Hon, GAYLORD NELSON,
U.8. Senate, Washington, D.C.

DeaR SENATOR NELSON : Testimony presented to the Senate Subcommittee on
Monopoly on December 18, 1968, by Dr. Paul Lowinger, Associate Professor of
Psychiatry, School of Medicine, Wayne State University, has created the errone-
ous impression that various pharmaceutical companies have failed to comply with
Federal drug laws and regulations. We believe that Dr. Lowinger did not intend
to create this impression and that the Record of the Subcommittee’s proceedings
should be clarified.

In his testimony, Dr. Lowinger stated that during the period 1954-1966 inclu-
sive, he had made 27 new drug study reports for 19 drug companies. Of these,
he contended only 10 reports were subsequently submitted by the companies to
the Federal Food and Drug Administration. Implicit in these statements is the
charge that the alleged failure of the drug companies to submit the other reports
to the FDA was in violation of Federal drug law and regulations.

In response to an inquiry in this matter, we have heard from 9 of our member
companies, concerning 15 of the reports. Seven companies have stressed the
important fact that the present reporting regulations concerning investigational
drugs first went into effect in May, 1963. Prior to that date, there was no require-
ment that manufacturers keep the FDA informed of the progress of investiga-
tions of new drugs in humans during investigational new drug trials. Toxicity
data developed from such investigations was to be submitted to the FDA only
when new drug applications on such drugs were filed. .

Three companies dispute Dr. Lowinger’s allegation that he ever sent them such
reports. In fact, two categorically state that they have no record that Dr. Low-
inger did any work for them on their products he listed.

In the interest of clarifying the Record of the Subcommittee’s hearings on the
drug industry, I would, therefore, respectfully ask that you include this letter in
the hearing record, immediately following Dr. Lowinger’s testimony.

Sincerely yours, ‘
C. JoSEPH STETLER.

CC: Members of the Subcommittee on Monopoly, Senate Select Committee on
Small Business.

AppENnDIX VI
[From the New England Journal of Medicine, May 22; 1969, vol. 280, No. 21, pp. 1149-1154]

SpecIAL ARTICLE—FIXEp COMBINATIONS OF ANTIMICROBIAL
AGENTS*

National Academy of Sciences—National Research Council, Division of
Medical Sciences Drug Efficacy Study

Abstract.—A review of the claims put forward for the use of penicillin-sul-
fonamides, penicillin-streptomyein and certain other fixed combinations of anti-
microbial agents has convinced five panels organized under the auspices of the
National Academy of Sciences—National Research Council that such combina-
tions are “ineffective as fixed dose combinations.” Although the individual ac-
tive ingredients may be useful in specific entities, no greater effectiveness can
be expected for the combination than for any one ingredient. Use of a proper-
dose of one ingredient may require excessive or inadequate doses of the other.

*This report was prepared by Anti-infective Panels IT and IV of the Drug Efficacy Study,
Division of Medical Sciences, NAS—NRC ; the chairmen of these panels are Dr. Calvin M.
Kunin and Dr, William L. Hewitt. Subsequently, the report was circulated to Anti-infective
Panels (I, III and V) and was approved by the respective chairmen : Dr, Heinz Eichenwald,
Dr. Willlam M. M. Kirby and Dr. William B. Tucker. In its present form, therefore, the
report has approval of all Anti-infective Panels of the Drug Efficacy Study. Members of
Panel II are Drs. William McCabe, John Nelson, Edward L. Quinn, Jay P. Stanford and
Tan MacLean Smith. Members of Panel IV are Drs. M. Glenn Koenig, Floyd W. Denny,
Sidney M. Finegold, Donald B. Louria and Arthur C, White.

Address reprint requests to the Drug Efficacy Study, Drug Research Board, National
1‘%“3‘13'5'4”1‘? Sciences—National Research Council, 201 Constitution Ave., N.W., Washington,
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It is the judgment of the panels that the use of these fixed combinations should
be discontinued and that the physician should use the individual components
according to his best clinical judgment.

The Drug Amendments of 1962 to the Federal Food, Drug and Cosmetic Act
of 1938 fix requirements for the effectiveness as well as the safety of drugs.
As an aid to the Food and Drug Administration (FDA) in this formidable task!
of evaluation, the National Academy of Sciences—National Research Council
(NAS-NRC) undertook the Drug Efficacy Study in 1966 under contract (FDA
66-197 [Neg.]) with the FDA. Hssentially, the NAS-NRC agreed to review
the claims for effectiveness of ‘drugs approved between 1938 and 1962 and to
rank each claim for each drug for its degree of effectiveness. Repotts embodying
the recommendations of the Study have recently been submitted to the FDA,

The Study was conducted by a group of 30 panels, each consisting of a chair-
man and five additional members. Policy guidance was provided by a Policy Ad+
visory Committee consisting of 22 members. Four of the 30 panels (anti-infec-
tive panels I-IV) were concerned primarily with the use of anti-microbial agents
for indications other than tuberculosis. Two of these four panels (anti-infective
panels II and IV), under the chairmanship of Dr. William L. Hewitt and Dr.
Calvin M. Kunin, respectively, had cognizance of fixed combinations of penicillin
and sulfonamides and of penicillin and streptomycin as well as of a series of
single drugs. The principles stated herein have specific regard to fixed combi-
nations of penicillin and sulfonamides and of penicillin and streptomycin ; how-
ever, they are judged equally applicable to such other fixed combinations as
tetracycline and amphotericin B and tetracycline and novobiocin, Special con-
siderations set forth for each of these fixed combinations, together with the gen-
eral statement of principle, support the unanimous agreement of the five panels
that all these combinations are ineffective as fized combinations. This judgment
implies that, although the individual active ingredients may be useful in specific
entities, efficacy is no greater for the combination than for any one ingredi-
ent, and that the disadvantages of the fixed combinations far outweigh any
small advantages such combinations may seem to have. :

The first section of this report is in the form of a “white paper” on penicillin
and sulfonamides. This section is concerned with overall problems relating to
combinations of drugs. The second section, concerned with penicillin and strep-
tomycin, treats each of the claims as they are set forth in the respective package
inserts. The reports of the Study panels on penicillin and sulfonamides and on
penicillin and streptomycin are incorporated in a form that has been edited to
meet the requirement for brevity and clarity of presentation. The general for-
mat of these reports is common to all reports of the Drug Efficacy Study. Al-
though the reports differ greatly in style, they demonstrate that the reason-
ing supporting the final judgments of the panels is based on fundamental prin-
ciples of antimicrobial ‘practice ag applied to the treatment of specific disease.

PENICILLIN-SULFONAMIDE COMBINATIONS FOR USE BY THE ORAL ROUTE

Various combinations incorporating some form of penicillin and some form
of sulfonamide (or sulfonamides) have been developed by several pharmaceutical
manufacturers for use by the oral route. It seems reasonable to consider the
effectiveness of these combinations in a single review, since the indications
suggested in the package inserts for their use are indentical or very similar,

Treatment of mived bacterial infections

One of the most common indications cited for the use of oral sulfonamide-
penicillin combinations is'in mixed bacterial infeetions. Bronchiectasis, peritonitis,
‘urinary-tract infections and chronic otitis media are the most common entities
that can be caused by simultaneous inféction with more than one kind of
bacterium. Because many different species of bacteria are associated with these
infections, and because patterns of antimicrobial sensitivity are highly variable,
it is very doubtful whether oral penicillin-sulfonamide mixtures would ever be
the drugs of choice in such cases. (1) . : |

Weinstein (2) has shown that, under some circumstances, a “broad-spectrum”
effect is produced when sulfonamide-penicillin mixtures are given. He points.
out, however, that the degree of antibacterial activity is generally unpredictable

Norn.—Numbered references at end of article, pp. 52645266,

81-280—69—pt. 12——18



5260 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

and that antimicrobial effectiveness is often decreased by this type of therapy.
Thus, the use of penicillin-sulfonamide combinations is not recommended in the
treatment of “mixed” bacterial infections.(3)

Enhancement of antibacterial activity

Another reason commonly given for the use of drug combinationg is that some
types of infections are more effectively treated by two or more drugs given in-
concert. Tuberculosis, subacute bacterial endocarditis due to Group D strep-
tococei, and probably some strains of Streptococcus viridans are cited as examples
of such infections. Some data have also suggested treatment of some forms of
brucellosis' and some infections due to Proteus mirabilis by combinations of
drugs. Combinations of penicillin and sulfonamide, however, are not the agents
of choice in any of these infections.

Careful laboratory studies have demonstrated that the use of the combination
of penicillin and a sulfonamide can have three possible effects : enhancement of
antibacterial activity beyond the additive effects of the two drugs (synergism) ;
activity equal to the additive effect of the two drugs (addition); or activity
less than the sum of the separate activities (antagonism).(4) It is not generally
possible to predict which of these effects will be encountered in a given case.
Trixed sulfonamide-penicillin combinations should not be used, since the antag-
onistic effect is an ever present possibilty.

Treatment of infections before etiology is known or in case it is impossible 1o
determme etiology

At times it is necessary to treat patients with severe infections before the
etiology has been determined. There are indeed valid indications for the use
of drug combinations in such cages; however, in all cases the drugs used should
be given at least initially by the parenteral route. This requirement in itself
would preclude the use of oral sulfonamide-penicillin mixtures. Furthermore,
the use of other drug mixtures has been shown to be much more effective than
the sulfonamide-penicillin combinations. (1) )

Many of the same factors affect the use of sulfonamide-penicillin combinations
in cases in which it is difficult or impossible to determine the etiology of an
infection. A possible exception is the use of penicillin-sulfonamide combinations
in the treatment of acute otitis media. Group A streptococci, pneumococci and
Haemophilus influenzae are the common bacterial causes of acute otitis media.
It should be noted, however, that H. influenzae very rarely causes otitis media
after the age of three or four years, and multiple antibacterial agents are thus
not indicated for the treatment of this entity in older children or adults, Because
H. influenzae, Group ‘A streptococci and penumococci cause otitis media during
the first few years of life, it has been common practice to use sulfonamide-
penicillin combinations in this early age group. Data to support this regimen
are minimal, and, indeed a recent in vitro study indicates that sulfonamides in
the commonly used triple formulation inhibited only 20 percent of typable and
40 percent of the nontypable strains of H. influenzae at concentrations within
the usual therapeutic range. (5) The results of treatment of otitis media with
penicillin alone appear to be about as good as those with penicillin in combina-
tion with the sulfonamides. (6) It should also be noted that .other drugs, such
as the tetracyclines and ampicillin, have been.shown to, be effective against
H. influenzae when given alone. . ) ) ¢ }

Ewxposure of patients to multiple drugs : : .

The sulfonamides and penicillin are potentially dangerous drugs. (1) Reactions
are common, and the reactions can be severe and even fatal. The use of both
drugs simultaneously therefore increases. the risk to the patient, and the com-
bination is to be avoided for this reason. Another troublesome aspect of this
problem is that it is difficult to detect the drug causing an untoward reaction
when multiple drugs are used. . : ‘ i .

Use of fived drug mivtures k : ‘ ‘ :

_ The question of the control of drug dosage should always be considered when
fixed drug combinations are used. In this situation, the physician never finds
it possible to increase or Tower the dose of one component of the mixture without
at the same time affecting the dose of the other. In such circumstances the
tendency is either to raise the dose of one drug to a desired level, and thus
inadvertently to give an overdose of the other, or to lower the dose of one
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component to a desired level, and consequently to give an insufficient dose of
the other. This subject is well treated by Weinstein (1) : :
The most important problem in the field of combined chemotherapy is the
use of “fixed-dose” mixtures. On the basis of the presently available knowledge,
it appears patently clear that these mixtures have no place in the treatment’
of infection. The attitude that physicians should adopt toward such prepara-
tions has been outlined in an editorial by Finland (1957), written as a joint.
expression of the views of investigators and teachers in the field of infectious
diseases, as follows (7) : i
Considerable caution is warranted in accepting the trend to fixed antibiotic
combinations as inevitable or in lendmg support to a trend thdt may not
be desirable. We would be remiss in our duties as physicians, teachers, and
investigators were we to encourage, adopt, and recommend the use of ne
agents that we cannot cosider to be as good as, or no better than, those
previously shown to be good, even if they are legally certified. It is partlou-
larly incumbent on us to be very circumspect about the use of drugs of
any sort in fixed combinations that do not offer the physician dlseretlon as
to the choice of components, or of the ratios in which they are used. The
Dresence in ‘any combination of a new or unproved component, or of a sub-
stance that may be inferior to others that might well be used instead,
should make us even more cautious. They should be recommended and
adopted, if at all, only after adequate, carefully controlled, and cntically
evaluated study shows them definitely to be useful and superior.
Encouragement of the use of such “fixed-dose” antibiotic mixtures and the
manner in which they are being exploited represent a major backward step in
the management of infections. ‘

Recommendations

In the foregoing discussion, the anti-infective panels of the Drug Eﬂicacy
Study state that the contraindications for the use of any sulfonamlde-pemclllm
combination by the oral route far outwelgh any indications for such use. Cita-
tions from the more recent literature in support of this view are amply supple—
mented by editorial comment from the early 1950’s. (8, 9) On these bases, it ig
strongly. urged that use of these fixed combinations no longer be recommended

PENICILLIN-STREPTOMYCIN COMBINATION FOR PARENTERAL USE

The reports prepared for the Drug Efficacy . Study by the anti-infeetive panels
offer a convenient format for discussion of the penicillin-streptomycin combina-
tion for parenteral use. This report format, appropriately edited for econpmy
of presentation, is as follows (each claim cited as an indlcatlon in the package
insert for this combinatlon is reviewed) :

I ndwations

A. Bacterial Endocarditis in Patients with:

1. Pencillin-susceptible streptococcal endocarditis (0.1 mcg/ml or 01 unit/ml
or less). ;

a. Bveluation: Ineffective asa fixed dose combination. ’

b. Comment: Treatment of thig: speécific' form of bacterial endocarditis
with injections of a fixed combination providing 4 maxium. of 2:0g of strepto-

“mayein and at least 2.4 million units of penicillin’' per day would probably be

*effective, but only one of the 17 preparations submitted will provide ths
dosage. In most'instances, this form of endoearditis can be treated with
penieillin alone. I1f ‘streptomycin were added, it could readily be given 1n a
separate dosage form.

¢. Documentation: References 10-17,

2. Endocarditis due to enterococci or other streptococei not sens1t1ve to 0.1
.mecg/ml or less. .

a. Bvaluation: Ineffective.

b. Comment: These more resistant types of bacterial endocardltis would
not be optimally treated with any of these fixed combinations. Thene is so.
little procaine penicillin in the combinations that adequate dosage of
penicillin would be accompanied by doses of streptomyein that Wq)uld be
seriously toxie.

¢. Documentation: References 10-17.
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B. Lung Abscess

1. Evaluation: Ineffective as a fixed dose combination.

2. Comment: A fixed dose combination of penicillin and streptomycm is not
considered the regimen of choice. Most clinicians would rely primarily on large
dose of penicillin G and on occasion would add another agent, depending on the
flora found by culture.

3. Doocumentation: References 18-20.

C. Aspiration Pneumonia

1. Evaluation: Ineffective.

2. Comment: The term “aspiration pneumonia” is vague and will be consid-
ered here to represent the pulmonary inflammatory process that follows aspira-
tion of acidic gastric contents incident to vomiting or the exclusion of aspiration
of mixed bacterial flora of the oral cavxty incident to alteration of consciousness
from a variety of causes. This condition is primarily a chemical pneumonia and
requires no antibiotic.

Small amounts of a single agent are sometimes used to prevent pneumococcal
or streptococcal superinfection. If there is staphylococcal infection, better anti-
microbials than these combinations are available. Aspiration of oral cavity
microflora should be regarded as the initiating event for putrid (anaerobic)
Tung abscess (see indieation B—lung abscess, supra).

8. Documentation’ References 21-24.

D. Mediastinitis

1. Bvaluation: Ineffective.

2. Comment: The invading organisms in mediastinitis are variable and have
not been well defined. The microorganisms include both aerobic and anaerobic
oral flora (Streptococcus viridans, anaerobic streptococci, Bacteroides species,
fusiform bacilli, and Enterobacteriaceae). Although pencillin is effective against
some of the potential pathogens and streptomycin against others, the amount of
penicillin in these combinations is not sufficient for adequate therapy."

3.- Documentation: References 25-27.

E. Peritonitis

1. Bvaluation: Inffective as a fixed combination.

2. Comment: Many types of peritonitis exist, e.g., spontaneous coliform peri-
tonitis in patients with hepatic cirrhosis, pneumococeal, peritonitis, tuberculosis
peritonitis, and peritonitis secondary to rupture of an abdominal viscus in hospi-
talized or non-hospitalized patients.

There is little question but that antibiotic therapy has improved the prog-
nosis in peritonitis secondary to fecal spillage. This has been most apparent,
however, with aqueous penicillin G or tetracycline. Penicillin and streptomyein
have been used together in such infections, but it is difficult to asses whether
effectiveness is due to the penicillin or to the streptomycin.

8. Documentation: References 28-34.

F. Mized Wound Infections and Abscesses

1. Bvaluation: Ineffective as a fixed combination.

2. Comment: Antibiotic therapy in combination with proper local manage-
ment has been effective in the treatment of mixed wound. infections and absces-
ges. One would expect these fixed combinations of penicillin.and streptomycin to
be less effective than other agents.in the treatment of postoperative wound
infections; because the organisms most commonly encountered are often resistant
to these drugs. Wounds following trauma are often contaminated with clos-
tridia. These organisms are usually sufficiently non-susceptible to preclude their
eradication with the recommended dosages of penicillin-streptomyein.

8. Documentation: Reference 35.

G. Abdominal Surgery in a Contaminated Area

1. Bvaluation: Ineffective as a fixed combination.

2. Oomment: This combination of antimicrobials has not been shown to pre-
vent postoperative infection.

8. Documentation: References 30, 3640,

H. Gonorrhea

1. Evaluation: Ineffective as a fixed combination.
2. Comment: The combinations offer no advantage over adequate dosage of
penicillin alone. It is also noted that strains of Neisseria gonorrheae have been
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isolated that are highly resistant to streptomycin. The recommended dosages of |
procaine penicillin are 2.4 million units for males and 4.8 million units for :
females. There is so little procaine penicillin in the combination that an ade-
quate dosage of penicillin would be accompanied by seriously toxic doses of strep-
tomycin.

3. Documentation: References 41-45.

1. Urinary Tract Infections

1. Bvaluation: Ineffective as a fixed combination. !

2. Comment: These infections may be caused by a wide variety of bacteria,
some of which may be sensitive to one or both of the ingredients of this mixture.
Such sensitivity is highly unpredictable. ‘

Infections with enterococci do occur ; however, they are unusual and account
for fewer than 5 percent of infections. When present, enterococci are frequently
associated with resistant gram-negative bacilli which are better treated with
agents other than penicillin and streptomycin. Enterococei are the major patho-
gens that are predictably more sensitive to the combination of penicillin and
streptomycin than to either agent alone; however, in those rare cases in which
j}they might be used, the two agents could readily be given in geparate dosage
orms.

3. Documentation: References 16. 47, 48. : i

J. Middle Ear Infections and Mastoid Infections

1. Evaluation: Ineffective as a fixed combination. i

2. Comment: Acute otitis media is most commonly due to pneumococci and
streptococei (other than enterococci) and, in infants, to Haemophilus influenzae.
Penicillin is optimal therapy for pneumococcal and streptococcal infections.
Simultaneous administration of streptomycin is of no value. Enterococeci are
responsible for an exceedingly small proportion of streptococcal middle ear infec-
tions, and amounts of penicillin considerably greater than are available in these
combinations would be needed for treatment of these entities. The relative effec-
tiveness of procaine penicillin alone or in these combinations in treatment.of H.
' influenzae ear infections has not been the subject of critical study, and tetracy-
cline or ampicillin would constitute a better drug choice for treatment of such
infections.

Chronic otitis media is usually due to staphylococei or gram-negative bacillary
aerobes and anaerobes. These organisms are usually resistant to penicillin and
streptomycm or, in the case of gram-negative bacilli, are likely to become so very
early inthe course of treatment.

3. Documentation: Reference 6.

K. Bronchiectasis, Bronchitis, and Other Respiratory Infections

1. Evaluation: Ineffective as a fixed combination.

2. Comment: It is misleading to imply that these antibiotic combinations Would
be preferable to the penicillin component alone if a specific clinical-microbiologic
diagnosis were made. Group D s treptococc1 are more susceptible to the combina-
tion but are virtually never implicated in respiratory tract infections. Chronic
bronchitis is often associated with a mixed bacterial flora, but a penicﬂhn—stmp-
tomycin combination is not the regimen of choice. H. influenzae is a very impbr-
tant pathogen in this condition and would be better treated with tetracychne or
ampicillin,

3. Documentation: References 10, 16, 49, 50.

L. Brain Abscess

1. Evaluation: Ineffective.

2. Comment: The bacteriology of brain abscess is exceedmglv diverse. Micro-
organisms commonly isolated include anaerobic cocci, gram-negative anaerobic
bacilli, staphylococci, Actmomyces, Veillonella, Emterobaetemacae and entero-
cocci. Although penicillin iy effective against some of the potential pathogens and
streptomycin against others, only enterococci (group D streptococei) are more sus-
ceptible to the combination, and then only if the penicillin is used in very high
doses and in the aqueous form. Large doses of penicillin are required to achieve
adequate levels across the blood-brain barrier. The use of this fixed combinahon
would be unwise.

3. Documentation: References 51, 52.
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M. Osteomyelitis

1. Bvaluation: Ineffective.

2. Commment: Primary non-tuberculous osteomyelitis is most commonly caused
by staphylococci. Many of the strains are non-susceptible to penicillin' G and
streptomycin, If the infecting strain is susceptible to penicillin, adequate dosage
of penicillin would be accompanied by doses of streptomycin that would be likely
to be seriously toxic. In addition, the duration of treatment usually considered
desirable poses a serious risk of streptomycin toxieity. Osteomyelitis following
surgical procedures may be caused by gram-negative bacilli ; however, such hos-
pital-acquired infections are usually resistant to both agents.

3. Documentation: Reference 46.

N. Secondary Infections in Patients Being Treated for Tubercu losis.

1. Bvaluation: Ineffective as a fixed combination.

2. Comment; Patients with tuberculosis may develop staphylococcal, pneu-
mococcal, streptococcal, Klebsiella, or Hemophilus pneumonia. The promulga-
tion of these fixed combinations to avoid such infections is undocumented, unnec-
essary, and unrealistic. ' .

3. Documentation: None applicable.

0. Other Infections in Which the Causative Agent Cannot be Identified without

Operative Procedures
1. Bvaluation: Ineffective.
2. Coimment: This claim is too broad to permit its proper evaluation.
3. Documentation: None applicable.

GENERAL COMMENT ON REVIEW OF INDICATIONS

These fixed combinations will rarely provide optimal therapy for the complex
clinical problems that are encountered with these conditions. In each case, the
characteristics of the invading organism and the results of in vitro bacterial
sensitivity tests must be known. Many of these infections could be treated with
penicillin alone, with penicillin and streptomyen in a dfferent ratio or with other
antimicrobial agents.

- N
JUDGMENT OF ANTI-INFECTIVE PANELS II AND IV

Anti-infective panels IT and IV wish to record their judgment that the avail-
ability of fixed combinations of streptomycin and penicillin has had the following
results :
’ It has led to inappropriate use of these drugs for treatment of diseases in

which the combination is no more effective than one of the components or in
which the fixed combination is not the treatment of choice.

Patients have been exposed to the increased toxicity that is inherent in a
combination without increasing the benefit.

Flexibility in dosage of the individual components of these combinations
has been denied.

The marked changes that have occurred in the pattern of bacterial sus-
septibility in recent years and the development of new and better antimicro-
bial agents have been ignored.

The availability of penicillin and streptomycin individually for combined
use at the discretion of the physician hasalso been ignored.

These considerations, and the limited indications for the use of these combina-
tions, have rendered fixed dosage forms of penicillin and streptomyecin obsolete.
Accordingly, it is the judgment of the panels that these combinations no longer
belong in the therapeutic armamentarium.
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[From the New England Journal of Medicine, vol. 280, No, 21, pp. 1177-1179]
[Editorial]

THE DRUG BFFICACY STUDY

The April issue of the Archives of Internal Medicine contains a report of an
18-year-old girl with agranulocytosis caused by chronic ingestion of Pamolin,
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-an antidiarrhea mixture containing sulfaguanidine, the earliest of the non-
absorbable sulfonamides. (1) The mixture was prescribed by the patient’s father,
a physician. Some years earlier a lecturer, who had discussed the uses and
abuses of antibiotics, was approached by a physician from the audience for ad-
vice about his four-year-old daughter; she had become totally deaf as a result
of repeated administration of Combiotic, a combination of procaine penicillin
and dihydrostreptomycin, by a pediatrician colleague for impetigo that kept re-
curring in spite of several courses of this agent. : =

These are not uncommon examples of serious untoward effects that are totall
unnecessary and directly attributable to a component 'of a fixed drug combination
that was not making any therapeutic contributions. They are all the more im-
pressive for having involved the immediate families of physicians. The protection
of the public, and also of practicing physicians against just such improper
therapy, was one of the main reasons for the concerted but frustrated efforts
over many years, by most of the leading clinical experts, teachers and research
workers in the field of infectious diseases, to discourage manufacturers from
marketing and physicians from prescribing antimicrobial agents in fixed com-
binations. Now the 1962 Kefauver-Harris New Drug Amendments to the Food
Drug and Cosmetics Act of 1938 and the regulations promulgated by the Food
and Drug Administration under authority of those laws are being invoked! to
achieve this purpose. :

The Kefauver-Harris Amendments introduced new and in some respects radical
-concepts. Most important was the requirement that new drugs must be effective
as well as safe before they can be marketed. The manufacturer is required to
provide proof that the drug has all the effects that it is claimed to have in the
“labeling” (which includes the “package insert” and all advertising material)
for the purposes and under the conditions of use for which it is recommended.
Safety—that is, freedom from serious toxic effects—may also be taken into ac-
count in the evaluation of efficacy in that a toxic drug may not be acceptable if
safer and more effective drugs are available for the same indications. “Substan-
tial evidence,” consisting of adequate and well controlled investigations by
qualified experts, must be presented in support of each claim before it is ac-
cepted. When drugs are marketed in fixed combinations, the law and regulations
require that each active ingredient must be shown to have not only the effect
claimed for it as a single drug, but must also contribute to the efficacy with
respect to each separate claim made for the combination in the dosage ratio
present in the combination. .

Soon after Dr. James L. Goddard became commissioner of the Food and Drug
Administration he decided that the provisions of the Kefauver-Harris Amend-
ments relating to efficacy should apply to all drugs marketed under new-drug
applications that had been “approved for safety” since the passage of the Food
Drug and Cosmetics Act of 1938. (2) This required a review of all claims for an
estimated 4000 drugs and about 7000 formulations, a task far beyond the capa-
bilities of the FDA. To accomplish this Herculean task expeditiously, Goddard
succeeded in enlisting the co-operation of the National Academy of Sciences-
National Research Council Division of Medical Sciences, under its chairman Dr.
R. Keith Cannan, and the Drug Research Board, under the chairmanship of
Dr. William 8. Middleton, to gather up and organize the experts and provide
leadership and guidance for this task. Some 30 panels were eventually enrolled,
each consisting of a chairman and five members, most of them recommended by
the major national professional and biomedical societies. Some additional ex-
peras were consulted on an ad hoc basis when special advice and experience was
needed.

The guidelines of the Drug Efficacy Study were set up with the help of a
Policy Advisory Committee, after joint consultations with the FDA, representa-
tives of industry and the chairmen of the panels. The staff work was done by
Mr. Duke C. Trexler (who already had experience as executive secretary to
the Commission on Drug Safety) and a group of physicians and staff members
of the FDA specifically assigned to the Drug Efficacy Study to assist the panels
and expedite their work. The entire task from inception to its expected tﬁample-
tion next June, when all the last reports are submitted to the FDA, will have
taken more than three years. .

As anticipated, many new problems requiring decisions -arose in the course of
the review; these were considered by the panels with the help of the Policy
Advisory Committee headed first by Dr. Middleton and later by Dr. Alfred Gil-

Nore.—Numbered references at end of article, p. 5269.
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man. Bach panel reviewed not only the various distinet chemical entities but also
all formulations and dosage forms of all suppliers and all claims made for each
of them. They used the data furnished by the manufacturers or suppliers, the
findings reported in the literature, the original new drug application and their
collective experience to determine whether the claims were supported by substan-
tial evidence of efficacy and to place each into one of the categories provided in
‘the guidelines. .

The simplest categories and earliest decisions were for drugs and claims deter-
mined to be either “effective” or “ineffective,” but between these black and white
categories there were shades of gray termed “probably effective” or “possibly
effective” depending on the amount and nature of the supporting data available.
Still others, which might strictly speaking be effective, but which the panels con-
sidered undesirable or which they could not support for good clinical reasons were
called “effective but . . .” —and the reasons for this classification were spelled
out. For drugs in fixed combinations still another category was required when one
component was effective with respect to a given claim, but the other or others
either were not effective for that claim or added an unnecessary risk of toxicity;
the term “ineffective as a fixed dose combination” was then applied.

Obviously, these determinations, though simple for a majority of useful agents
and for most of the claims made for each of them, unveiled many defects in the
current labeling. For some the panels suggested specific changes or even rewrote.
or prepared prototype “package inserts” to expedite the revisions that would even-
tually be required to make the claims acceptable. In others, suggestions were
offered about the type of data still required to make the claims acceptable. The
ultimate responsibility for acceptance or modification of the recommendations of
the Drug Efficacy Study rests with the present commissioner of the FDA, Dr.
Herbert L. Ley, Jr., to whom the last report was delivered on April 15. However,
gince the various panels and the Policy Advisory Committee already included
a major segment of the expertise of the country, and since the FDA could hardly
expect its own limited staff to add more than legal, regulatory and practical
administrative features to expedite the problems of compliance, very few changes
of substance are likely to be made by that agency.

The reports of the Drug Efficacy Study are sent to the interested manufacturers
for their comments and objections before orders for compliance are officially
promulgated. Manufacturers may ask for and usually would be granted additional
time to provide or accumulate additional data. Hearings may be held to air objec-
tions, and although the manufacturer also has recourse to the courts for final
adjudication if he considers the decisions improper, it should be possible to settle
most of the details amicably without prolonged legal procedures. However, because
of the tremendous financial stakes, there are certain to be some legal battles ahead.
(8) If those who oppose the panels’ conclusions can provide “substantial evidence”
for their views with data acceptable to the FDA and expert advisers, some of the
decisions can be altered.

Tlsewhere in this issue appears one of the summary reports prepared by the
chairmen of two of the five panels that dealt with anti-infective agents. The
report, which was approved by the members of all five panels and the Policy
Advisory Committee, concerns only two of the many types of combinations of
anti-infective drugs, and its essence has been well publicized. The Journal prints
the report in fuller detail, however, so that physicians may examine the reasons
for the recommendations made, and may understand how the panels applied them-
selves to consider both general principles (as in the section of the report dealing
with oral penicillinsulfonamide preparations) and specific therapeutic claims
(section on combination of penicillin and streptomycin for parenteral use). Such
examination and understanding of the panels’ difficult task is crucial, for the de-
cisions may have a tremendous impact on the practices of the drug industry and
the medical profession. .

The entire Drug Efficacy Study should greatly affect research workers and
clinical investigators as they evaluate the efficacy and safety of new drugs. Its
influence on patient care may be even greater. Many physicians obviously have
found fixed drug combinations convenient and, on the basis of their own clinical
impressions, believe them to be useful and effective. They may have felt en-
couraged in their faith by the facts that these drugs were available with the
implied sanction of the FDA, and that they were marketed by some reputable
firms. At the same time, however, those who used the fixed combinations either
ignored or were unaware of repeated contrary admonitions of experts in the
field. Now, in the best interests of their patients, physicians should be willing
to re-examine the bases of their prescribing practices in the light of the sobering
judgment submitted by the Drug Efficacy Study.
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ArpeEnpix VII

COLLEGE OF MEDICINE, DEPARTMENT OF MEDICINE,
UNIVERSITY OF TLLINOIS AT THE MEDICAL CENTER, CHICAGO,
Ohicago, Illinois, June 17, 1969.
SENATOR (GAYLORD NELSON,
U.8. Senate,
Washington, D.C.

DeAr SENATOR NELSON: I am happy to respond to your request for a state-
ment of my views on the uses of fixed combinations of antibiotics. I have been
interested in this problem for some time through teaching, research, and: the
care of patients, and as a result of membership in the Revision Committee of
the United States Pharmacopeia, the Council on Drugs of the American Medi-
cal Association, the Medical Advisory Board of the Food and Drug Adminis-
tration and a number of ad hoc committees relating to the regulation of drugs.
(A full curriculnm vitae is attached.)

The reasons that can be brought forward for the use of fixed combmatlons
of antibiotics and other drugs used in infections are:

1. Two or more anti-infective drugs may be effective against a larger
number of infections than one alone,
2. One drug may delay the appearance of micro-organisms resistant to
another drug in the combination,
3. Synergism may result, i.e, a better result than could be obtained
with maximal doses of either antibiotic alone.
In addition, certain reasons may be given for the use of combmatmns of drugs
in general:
4, Greater convenience tothe patient, and
5. Greater convenience forihe physician. |

How do the combinations of antibioticy that are marketed today fulﬁn these
eriteria? Combinations of penicillin and streptomycin are recommended for
fixed infections. If by this is meant peritonitis following a ruptured appendix,
for instance, the dose of penicillin which would be effective should be from 16
to 25 times the quantity contained in a single dose. It would be impossible to
give this intramuscularly, and, if it could be given, such a dose would ¢ontain
8 to 12 times the highest recommended dose of streptomycin and thus would be
in the toxic range for that drug. If the combination is intended for use in mixed
infections of the urinary tract, it is doubtful whether either antibioti¢ in the
doses used would be eﬂ:’ectlve against the great majority of bactema which
infect the urinary tract, and certainly several other antibiotics are muc¢h more’
effective than this combination. If it is intended to treat chronic bronchitis
with this combination, there is no evidence that this combination is mote effec-
tive than penicillin alone, nor is it anywhere nearly as effective as tlie tetra-
cyclines.

The sulfa drugs have been combined with several antibiotics, especially the
erythromycins, tetracyclines and penicillin. If it is intended that they be used
in acute upper respiratory tract infections, there is no evidence that'the sul-
fonamides add anything. All three antibiotics are so much more effective in
pneumococcal infections than the sulfa drugs that if one of them failg to cure
or improve a pneumococcal infection, the addition of sulfonamides will surely
not be of any help. Penicillin and erythromycin are very effective in infections
caused by the hemolytie streptococci- (such as scarlet fever); sulfonamides
only slightly effective if at ‘all. Penicillin or one of its newer analogues, such
as oxacillin, are effective against practically every staphylococcus. Hrythro-
mycin and the tetracyclines are effective against some; the sulfonamides have
a very weak effect against a few staphylococei and no effect against many. Infec-
tions caused by mycoplasmas, microorganisms intermediate in- someé respects
between viruses and bacteria, are not affected by the sulfa drugs but are rapid-
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ly eradicated by the tetracyclines and probably also by the erythromycins. And
this just about covers all of the acute upper respiratory infections that are
amenable to any specific therapy; in none would a combination of two antibi-
otics, or antibiotics with sulfa drugs, be indicated.

The tetracyclines are marketed in combination with analgesics such as asprin
and phenacetin. Here, the superfluous drugs are usually the antibiotics, The
discomfort or pain that occurs in the common cold is nsually relieved by drugs
such as aspirin, but it has been shown that the antibiotics have no usefulness
in the common cold. In the sinusitis that sometimes follows a common cold,
antibiotics may occasionally be helpful (although other antibiotics are more
likely to be effective than the tetracyclines), but the doses should be given at
regular intervals and for a definite period of time until the infection iy cleared
and is not likely to recur, whereas the pain-relieving drugs should be given
for the symptoms of pain, which sometimes would require doses at more fre-
quent intervals than the antibiotics are given, and at other times no analgesics
at all. Also, therapy is usually needed only for a day or two in contrast to the
longer period of time required for the tetracyclines.

Possible synergistic effects cannot be used as 4 reason for giving any of the
fixed combinations of antibiotics that are on the market. The cases where com-
binations of antibiotics can be given for a synergistic effect before sensitivity
tests are done on the infecting microorganism, are limited to the use of penicillin
and streptomycin in endocarditis, and even here it is wise to check the effect
of the combination in the laboratory. The dose of the two antibiotics needed
in the treatment of endocarditis would prevent the use of the fixed combinations
of penicillin and streptomyein that are on the market. Sometimes, other anti-
biotics are given concomitantly in serious infections until sensitivity tests can
be done, but never in the doses or combinations that are marketed.

The use of antibiotics concomitantly has also been shown to be effective in
delaying the appearance of resistant bacteria in the treatment of tuberculosis,
but the doses and routes of administration used prevent the use of fixed com-
binations. My colleagues and I showed that spiramycin given concomitantly with
novobiocin would delay the appearance of resistant staphylococci, as compared
with novobiocin givén alone; but this delay was not very great, and other drugs
are now available which are s0 much more effective that this study is of no prac-
tical value.

The only one of these fixed combinations that has any rationale is the com-
bination of a tetracycline and nystatin. The latter has been shown to lower the
" number of candida in the intestinal tract of patients receiving tetracyeclines, as
compared with those receiving a tetracycline alone. Although it has not -been
proved that candida infections are less frequent following the use of these infec-
© tions, it seems reasonable that this combination might be used in high-risk
patients.

One might ask, even if a combination is effective only once in 10,000 times when
the most active drug in the combination is not effective alone, why should the
combination not be used. The answer iy that the increased number of adverse
reactions that occur as a result of using two or more drugs instead of one does
not justify the possibility that in a very rare instance the combination may have
an added advantage, In addition, as has been mentioned, the optimal doses and
dosage-intervals for any two drugs are usually not the same.

Antagonism, the diminution of the effect of the one antibiotic when a second
antibiotic is used concomitantly, although infrequent, is a real possibility when
two antibiotics are used at the same time. Although some general rulés have been
deviged for predicting whether synergism or antagonism will occur, there are
enough exceptions to these rules to make it advisable in most cases to determinfe
what a combination of two antibiotics will accomplish in the test tube before it
is used clinically.

One frequently hears the statement that it is all very well for someone in an
academic position to recommend the use of laboratory tests before .therapeutl'c
proeedures, but that such procedures are not practical for _the prac?lcing physi-
cian. Yet, as one who was in the private practice of medicine for sixteen years
and who has been in a full-time academic position for nineteen years, I am con-
fident that the good physician in either locality approaches diagnqsm and t}'eat~
ment in the same way. Neither in the academic community nor in the private
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practice of medicine does the doctor need to depend alwas on laboratory diagnosis
before starting treatment. A good example is pneumonia caused by the pneu-
mococcus, the commonest type of pneumonia. The diagnosis can be made in a
majority of cases by taking the patient’s history and performing a physical
examination, and the physician is justified in initiating therapy with penicillin
without laboratory tests, whether the patient is at home, in a community hos-
pital or in a university teaching hospital. On the other hand, if a patient has'a
severe, long-standing infection of the urinary tract, the doctor, whether in his
office or in the university hospital, should be guided by sensitivity tests on the
microorganisms cultured from the urine, . ‘

The problem is not one of the location of the doctor, but rather the difficulty
in keeping up with the uses and contraindications of the newer drugs. This is
made worse by the barrage of advertising from which the doctor cannot escape.
As I have said elsewhere ; !

“We might compare the doctor’s encounter with drugs to driving a car at
night. It is not like driving on a dark road where his headlights will pick out
the signs he is looking for. Instead, it resembles driving on a busy city street
where the myriad lights of automobiles approaching, receding, and crossing are
surrounded by other lights of red, yellow, and blue, steady, bright, or dim, Qut
of this bewildering array he tries to pick the signal lights of red, amber, and
green as they wink on and off to tell him whether he may proceed with safety
or whether he invites a disastrous crash if he does not stop. Part of the driver’s
skill comes in learning to ignore the irrelevant, just as the doctor must ignore
nine-tenths of the printed material that comes to his eye. But even with the
exercise of this skill, the driver’s safety would not be assured unless the most
glaring signs were removed and those that obstructed the signal lights were for-
bidden. This is also true of advertising.” 1 i

‘What should be done about the problem? I believe that we are well on ‘the
way toward better things. The provisions of the Drug Amendments Act of 1962
make it possible for the Food and Drug Administration to disallow claims for
efficacy of most fixed combinations of antibiotics on the basis that the effective-
ness of each ingredient has not been proved and because the adverse effects of the
combination outweigh any possible benefits.

The same Act also allows the FDA to insist upon truth in the advertising of
drugs to physicians. But the FDA cannot do the job alone. I believe that medical
societies and editors of journals should (1) aid the FDA in devising regulations
regarding advertising, (2) become familiar with the regulations as they are
made, (3) interpret the regulations, (4) set their own standards even higher,
and (5) screen advertisements in the journals they control. Just as important is
the job of interpreting to the practicing physician what he should look for and
what he can expect to derive from advertisements. Also we must find out how the
doctor is using these advertisements and what information he is getting from
them under the new system of regulation. The drug companies will study the
ability of these advertisements to sell drugs, we may be sure. Who will study
how fthey improve (or worsen) the practice of medicine? Here ig a clear chal-
lenge to the medical profession. i

In summary: I believe there is no valid theoretical or practical reason for the
physician to use any of the fixed combinations of antibioties with antlbiqtics, or
antibiotics with other drugs.that are now on the market, with the poss1b1e ex-
ception of the combination of a tetracycline and an antifungal agent, suph as
nystatin. i

ySecond, it is necessary for the organized medical profession to help the_‘» Food
and Drug Administration implement the law requiring proper a}dvertismg of
drugs to physicians and to go even further than the FDA can, in improving the
quality of these advc;rtisements.
incere! |

Yours sincerely, Harry F. DowLiNg, M.D.

Enclosure.

1 Dowling, H. F.: ‘“How Do Practicing Physicians Use Dfugs 2" Journal of the American
Medical Arlégso‘wiation, Vol. 185 (July 27, 1963), pp. 233-236).
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