:L __George Washlngton University Hospital. _
research, most of which had been performed on chickens, rats,

L human subjects..
. Hospital's Human Rights Committee must first give their

~ consent” release to sign.

f"“.the_aSSﬁstance of prosthetic devices.
" bolite of vitamin b-3, known as ""1,25,Dihydroxycholecalcifero

;: addition of Z hydroxyl radicals (~0H) at the lst and 25th

'f(.who must undergo regular hemodyalysis to escape uremic .
- poisoning, the metabollsm of wvitamin D is interrupted in

Late in 1974 sQ
‘just around the cormer,from here by Dr. James Chan at the

Because of prior

and doos, Dr, Chan and his associates felt there was ample-
justification for 8mall scale, tlahtly controlled tests on

. The experlments called for the use of a newly develoPed
pha?maceutlca] agent, Naturally, in cases such as this the

" official approval., Then each patient is advised of the
experimental nature of his/her treatment and ngen an "inform

_ The Patients, all suffexlng some form of renal dysfunctm
 (kidney disease), were experiencing varylng degrees of renal
'.osteodgstronhy, a disease ofethe=benes in which newly availab
_calcium-is not readily absorbed by the bones of the body. Ov
time this disease permits calcium to leach out of the skeleta
‘structure leaving it brittle and weakened. Eventually, if
‘not effectively treated, the victim of renal osteodystroPhy
becomes near totally handlcapped unable to Walk.WlthOLt

The experimental compound used by Dr. Chan was a meta-
" This compound iIs 1dent1cal with- v1tam1n D-3 with the simple

carbon atom sites. One.of these OH groups is added to the

Human clinical experiments were conducited

ed,
onlﬂ
ia

e
7
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vitamin by action of the kldney (to be more precise the mito~!

chondria of the renal cortex) in the normal, healthy human
being. Consequently, in the patient with kidney fallure,

. such a way that it can't perform the functlons it must if
- good health is to be maintained.

S To return to Dr., Chan and his éssoc1ates at GWU Hospital, |
. his patients were adolescents who had already been on the
- kidney machine for an extended periocd,

The calcium was _
leaching out of their bones making them brittle, Weak, prone
- to breaking. If this condition could not be corrected they
would eventually suffer permanent damage.
" . In the USA, there are approximately 50,000 victims of thi
renal osteodystrcphy condition each year. Ten percent of the
are children, Anyone who is kidney machine dependent for 6 m
or lenger is subject to the disease to some degree, but most
frequently it inflicts the greatest damgfage on children whose
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mnths*'.

bones |
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o sively that the compound performed the same way when adminis

~ kidney and liver. In short, the calcium leaching stopped and -

- paramount political issues, "centralization of power vs
. individual rights'. before I digress to these toplcs, let
me address the notion of ethics invpublic policy.” ™ 7%—”“&“

'are in a stage of ngfma%iy rapld growth
, Dr. Chan's patients were mostly in their teens ‘and alreddy
owed their lives to twice weekly treatment on the GWU hemo-

ey '__?_(g)

dyalysis unit, the apparatus that filters the blood of im-

" purties that are normally excreted by the ka.dneysn But_hls-_“f

compound was administered to the patients at the same tlme '

L techicalities, If you, a relative, or close frlend of youwrs
- were unfortunate .enough to become one of this year’'s 50,000
wvictims, you wouldn't be able to go around the cormer to GWU' '
3 'Hospltal for treatment. No, if you needed treatment with |
.~ 1,25 Dihydroxy vitamin D=3, a substance which every human
o body produces to maintain 1tselx you.would have to go to
- France or some other country Where it is licensed for gen-.
‘eral use. It's general use is illegal in the United States.

- of us here today, always has been and always will be if we

- are lucky enough to stay healthy, has not been sufficiently |

 tested o be deemed safe by the U.S. Government.. This state

‘of affairs is the direct result of statutory law, passed Dy |

cyclamate scare of a few years ago. But before I get too
~deeply into the conflicts of Executive Agencles, ox the far
- wider debate on whether our Government regulates too much or

patients were slowly losing their rescued existence to

deteriorating bones.. Beginaing in April 1974 the experlmenial

as their machine treatments,
Over a period of months, XuRay ev1dence shcwed.conclu»

tered orally as when produced naturally by action of the

the bone lesions healed. The treatment was dramatically -
successful' This would be a happy eunding except for a few

A chemical which is present in the blood plasma of everyone

Congress in its wisdom and administered by FDA, the same

folks who brought you the recent ban on saccaharine and thé [173:'

too little, or even into the realm of one of our soc1ety'

Ethics is one of those words that can have a slippery
meaning. Too often’ethical’ is SOmethlng we feel is right,

224 unethical is something our enemies feel is right. If we
" can just say that an ethical judgement is one based on a sys
of moral values governing commonly held notions of right and

wrong, then that sllppery essence beglns to come clear,

A _;-c.«'e::.ff:?.-/z .
-
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 The probiem.is "commoniy held" notions'of right 3nd.Wrong'“'

'.‘

;Hlstory has seldom witnesgsed a soc1ety as seethlngly pleural
”:lStlc as ouxr own.. In such a- soc1ety, plow1ng as it is through
';_ the surf of the 20th century s c1031ng decades, flgurlng out, |
‘“e.what those commonly held notions are isn't as easy as 1t |
_oﬁce was. S ;. - -'f _';: [.‘a publlc 1&W'wh1ch 1
- regulates the introduction of ﬁew pharmaceutical agents
ento theiﬁarkef-andﬁedministered.by.FDA represeﬁts e neﬁien;5 :
HIVJ_held in common by the majorlty of the U.S. Congress, on’
| whaf is "right" for the Amerlcan people. Yet in the case of
lelnd1v1duals sufferlng from the dlsease treated by Dr. Chan,

.f the unavallablllty of 1 ,25 Dihydroxy vitamin D-3 clearly
3?]_1 does not seem to be rlght proper, or gust To Whae extent;_:-
T_.and under what circumstances ‘should soc1ety thhhold thlS j'l
i'rtreatment Eo those Who crltlcally need 1t, in order to pro= ;lu'f.
J‘ tect the populatlon.at 1arge from a p0551b1e or thecretlcalr |
_danger;} Thls lssue, whlch is, as you know, at the root of :
.;much debate in publlc pOllCY 1ssues concernlng sc1ence, 15.
fraught with many examples of well meanlqg government 1ntef-r
~ vention that.ffequentlj fesults'in deniel of-ﬁreduciseori
services foxr which there is a pressing need. The FDA requlres
;on the average 4} years to 11cense a new pharmaceutlcal

fagent. The b351c patents for the vitamin B—3 metabolltes




"__Dllantln, is poorly tolerated It took ll years from the

" 81mple pharmaceutlcal admlnlstrat10n9

i”~‘-VlctlmS‘WhQ must wait that.space_of tlme;between 1nnovat10n

'#' cm» “’-‘“‘

Were 1ssued 1n 1968, yet today in 1977 Ehey are still generu =

-.ally unavallable because they are not 11censed Thls_type_of":

delay is not uncommon._ There is an antl-convulsant Clonozap

used for the treatment of Petlt Mal selzure, llcensed overseas;'

and especlally useful in cases where the drug of chomce, .

tlme the: 11cense appllcatlon was made untll it was granted

Another pharmaoeutlcal chenlc acld marketed under the nameQ':

" Ulmenide by Hoffman La Roche in, SW1tzer1and has been demonstr

ted to &1ssolve 60% of gall stones due to the bulld up of

"'t cholesterol when gaullc aC1d is not present in blle flurd to f'
- a sufflclent“degree,_.Thls drug was dlscovered in Nutley,‘NEW

Z'Jersey, but now almostISHyearsrlater,'it'is not available to:

"-,avallable, surgery._ What is the soc1al cost over the yeers'cf

ant.,

o Amerlcans who must seek rellef from the only other technmque t_'

ff the paln and expense of surgery compared Lo the.beneflts of]‘__'_

No one can questlon the motrves of those who call for
,strlct regulatlon of pharmaceutlcals by the government, yet"

there is a clear danger that the needs of those dlsease o




. the patlent heve that deeeseen9 Thls questlon becomes even

'_f'found to heve no detectable effect on cancer. Yet what of

- ;'on the radio last month dealt W1th thls exect questlon.,

6y
. and regulated appllcatlon are not belng peld felr heed te
After ell,lt is thelr safety that is in danger, not the

.safety of the general publlc. If there 1s a chelce between

- dlsease and the p0531b1e 111 effect of treatment, shouldn'

: more acute in the case of a drug known as Laetrlle, not

beceuse of its 111 effect but because of lts nll efeect

Although llcensed for cancer treatment overseas, it has been_'

the psychologlcal effect of w1thh01d1ng a treetment from a B
'termlnally 111 person9‘ Is the govetnment protectlng cltlzens

- .;from belng rlpped off or denylng hope to the dylng Whorknow :_;_L:;J;E?E

" that there is sometﬁlng avallable to forelgners that they

7.?_can t'have7 One of the "on the alr" calls to Presmdent Cartet-”"-

There is a traglc 1rony in the fact that Wlth drucs S0

'frequentl R apperentl ethlcal Judgements mede ta. avert ”7
>4 Y@ & B

V&'r(yﬁ

' potentlal harm or 1n3ust1ce end up permlttlng sufferlng wheeh-

. es~a11 too- real T addmtlon to the past exemplesj-iet me

enmﬁe

reldte one more) and perhaps the most famous. 'A nobeﬂ gesture

made by Sir Alexender Flemming in the 1ate 192055 was a causef




N f' did thlS out of a feelxng that the dlscovery beloncad.to tha

BRON
for this same man' s most bltter regret in subsequent years.
Wlthout f111ng a paLent appllcatlon, Dr. Flemmlng publlshed his

hlStOrlc d1scovery, and in QSEEa/QS voxded his rights to sale

ownershlp of Lhe commerc1al 90531b111t1es of Pen¢c1111n.:.He

.'“ World He did not waﬂt the immense po&ttxeal 1ncome, Fxnw_ilﬁ
anc1a1 réward did not 1nterest hlm.- However, the loss of |

exclusxve rlghts due to publlcatlop had an effect he hadn (=
counted on. Slnce no pharmaceutlcal firm could be certaln.

of a perlod of proprletary rlghts of productlon, the rlsk

| "'of 1nvest1ng 1arge sums for the necessary capltal equlpment'_.f
EEN ﬁsr pfed&e%xon could not be Justlfxed For 11 years the

mlracle cf Pen101111n 1angulshed 1t was only resurrected

due to Perhaps the most 1mmoral unethlcal event of the  ff; TR

century, WWII. It has been estlmated that ] mllllon pe0ple 1
N k)‘fp- l’-‘-’éﬂm—x‘m.f‘:a-r—c“'-f (/‘[ /M wm"‘“wﬂ",“” .
a .year dled who mlght have 1xved 55 mllllon people betweem
1930 and 1941 Whose mortallty rested on Alexander Flemmxng s
conSClence, and a short-sxghted ethlcal Judgementn ',In
-thls case Flemming's 1gnorance of an economic realmty, his |
failure to understand the market system, cost a heavy'price;'

He mlght ea31ly have used hls 1ncome to support charlty, edum :

catlon, SC1ence, med1c1ne, or any number of worthy causes,




.t'fbecomlng 1ncre351n01y more prevalent.

- human damage in so emplrlcal or quantlflable a manner is -

a
.efbut'by destroying Ehe.opportuhity”for profit'itself, he put
an enoymous barrier between Peﬁiciliiﬁ and'the'public;

Barriers between 1nn0vat10n and publlc avallablllty are

" In the oase of Pen1¢1111n the barrler was clearly a

bad thlng, but in the most obv1ous counterexample, the

-Thalldomlde cragedy, a more strlngent barrler mlght have o
prevented a modern nlghtmare. In these twofpremler cases L
-r of a mlscalculatlon 1n ethlcal Judoement the barrler to -

'er_lnnovatlon troubled the 11Ves of many mllllons more .. - -

L N "“w\'-\

_1rle1duals than the lack of a barrlerkged 'Perhaps assessiy

¥ .1tSelf unethical, yet'w1thout it we are left totally to _ '

the subjectlve 1mpre551on. The obgectrv1ty of an,emplrimfu-"

.eal ana1y31s of cost,-rlsk, beneflt, or effectlveness of -
one course of action compared to an alternative is almost -

‘the only defense~there is against a'purelj partisan'view-

point. When the off1c1a1 in publlc serv1ce is confronted -

w1th a choice of aSSlStlng 1mp1ementat10n of a new product
~or opening up an avenue of new research vs hlnderlng the
xntroductlon of sclentlflc technologlcal effort, she/he

must balance the&benefitS'vs the coets or in the case of'

ng
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'research'/risks of%cbst; When the results of human endeavor

‘backflre, and there is a prlce to pay 1n human 1rves or
mlsery,'then there is turm011 untll blame is assessed and_t_
precautlons are lald to 1nsure no 31m11ar future error.o__ 
But thlnk for a moment what happens when a beneflclal course

of actlon, product or serv1de is not 1mp1emented or is

‘i; greatly delayed7 Lack of helpful change is somehow 1ess_ie

galvanlzlng than the commission of hurtful change.. Likew

wrse, in the case of Qotentlal rlsks and beneflts that must

te env151oned When one con51ders ba81c research lt is the o A

:rlsk of fallure or acc1dent and not the known or potentlal
':rewards Whlch most preoccupy the publlc mlnd How many
| people here knew the facts behlnd Thalldomlde, but had not |

r;'heard the story of Pen1c1111n s almost none ex1stent Journey

to market7 How, many of you reallzed some pharmaceutlcals are"'

~c1eared for use after perlOdS of tlme that average 4/ years '

bUt frequently take 8,9, 10 years or even 10nger° N , ,}f3Qaf f4;

X thlnk 1t is safe to say that there have'been errors’
'1n eth1ca1 Judgement made both through commaission and by

om1351on, yet it seems to be only the commltted mlstakes

Whl?h Qnﬁlame therpasslons 1n_most people. Curlously, where é
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to hinder or stlfle sc1ent1f1c p:ooress.

- at tlmE].Wlth other costs and beneflts at tlme 2 we cannot

afford to lose sight of elther source of error,

)

scientific innovation is concermed this phenomena.has made

some people work toward conservatxve ends that are de31gned

Yet-these same_

people will most often claim to be 11bera1 or progre351vely '

. 1nc11ned while they Work to put up barrlers to 1nnovatlon°'

In our dec1510ns mhlch balance (compare) costs to beneflts

We may |
do something wrong, but,We‘may'aléo:not do something right.




