' official approval. Then each patient is advised of the

'“; who must undergo regular hemodyalysis to escape uremic.
-~ polisoning, the metabollsm of vitamin D is interrupted in

. would eventually suffer permanent damage. ' S
' . In the USA, there are approximately 50 000 v1ct1ms of this R

- renal osteodystrOPhy condition each year. Ten percent of these
are -children. Anyone who is kidney machine dependent for & mon

. Late in 1974 some human clinical éxperiments'ﬁere conducted =~ |

 just around the corner from here by Dr. James Chan at the . .
George Washington University Hospital. Because of prior S )
research, most of which had.been performed on chickens, rats,
and docs, Dr. Chan and his associates felt there was ample
. justification for . small scale, tLghtly controlled tests onm -
K human subjects.

The experlments.called for the use of a newly develoPed:fﬁcj_q.
pharmaceutlcal agent, Naturally, in cases such as this the .| | .

Hospital's Human Rights Committee must first give their -

experimental nature of his/her treatment and glven an xnfcrmad ﬁiﬁ,ff”’

‘consent” release to sign.

The Patients, all suffering some form of renal dysfunctlﬁnﬁjcfgfficc

(kidney dlsease),'were experiencing varylng degrees of renal

_.osteodgstrophy, a disease ofethe-benes in which newly avallabléc:

“; calcium is not readily absorbed by the bones of the body. Over’Jf:n o

time this disease permits calcium to leach out of the skeletal AT e

' ‘structure leaving it brittle and weakened. Eventually, if -
not effectively treated, the victim of renal osteodystroPhy

. becomes near totally handlcapped unable to Walk WLthout __:,&75"
" the assistance of prosthetic devices. -

The experimental compound used by Dr., Chan was a meta—.'

| Bcllte of v1tamxn D-3 known as I”l 425, Dlhydroxycholeca1c1feroL*.‘>

 addition of 2 hydroxyl radicals (—OH) at the lst and 25th
‘earbon atom sites. One. of these OH groups is added to the

vitamin by action of the kldney (to be more precise the mltg;i>;. i:;.ﬁ*

chondria of the renal cortex) in the normal,healthy human

 being. Consequently, in the patient with kldney failure, Lf jfjjf‘h'"d5

' such a way that it can't perform the functlons 1t must if
good health is to be maintained. - %

- To return to Dr. Chan and th assoclates at GWU HOSpltal,:

his patients were adolescents who had already been on the .-
' kidney machine for an extended period. The calcium was
- leaching out of their bones making them brittle, weak, prone
- to breaking. TIf this condition could not be corrected they

~or longer is subject to the disease to some degree, but most

: _frequent1y it inflicts the greatest dampage on children whose|b

L'i_:hs_\:‘ )

-y

ones .|




'=_a  ; (2)ij i_ }   rg:f{fv;

are in a stage of ngyma%iy rapld growth : 0 : L _
Dr. Chan's patients wére mostly in their teens and alre dy
~owed thelr lives to twice weekly treatment on the GWU hemoe | | . .
. dyalysis unit, the apparatus that filters the blood of dm- | |. =~
" putties that are normally excreted by the kldneysa= But hig - 1 .-
patients were slowly losing their rescued existence to = - ' | =
 deteriorating boties. Beginhing in April 1974, the expernmnnfaf“
. - compound was administered to the patlents at the same. txme
. as their machlne treatments. : -«_._J
o Over a period of months, XﬁRay evldence shﬂwed.conclum':fi,Fj_____H:
. sively that the compound performed the same way when adminfs— | =~ =
- tered orally as when produced naturally by action of the - . | - 7
- kidney and liver. In short, the calcium leaching stopped and;r',jjf*"”
- the bone lesions healed. The treatment was dramatically . IR
- suﬁgessful This would be a happy endlng except for a few ?“Efj{;ﬂ”nj_é
 techicalities, If you, a relative, or close friend of yourstj;gj *Hj;ﬁ
were unfortunate .enough to become one of this year's 50,000 |
victims, you wouldn't be able to go around the cormer Eo GWUO |
Hospital for treatment, No, if you needed treatment with - .- =
1,25 pihydroxy vitamin D-3, a ‘substance which every human * | 1.
i body produces to maintain 1tse1i, you would have to go to 1
- France or some other country where it is licenged for gen- | /" .. =~
eral use. It's general use is illegal in the United States, .| .
- A chemical which is present in the blood plasmz of everyome | | - - |
" of us here today, always has been and always will be if we | |~
. are lucky enough to stay healthy, has not been sufflclently;@,f,€ _Lf1i
tested to be deemed safe by the U.S. Government.. This state |
of affairs is the direct result of statutory law, passed by . S5 AR A T
Congress in its wisdom and administered by FDA, the same S RS
- folks who brought you the recent: ban on saccsharine and the |1~
- cyclamate scare of a few years ago. But before I get too . 1 =7
deeply into the conflicts of Executive Agencies, or the far | . |~
. wider debate on whether our Government regulates toc much orff*f%“'
- too little, or even into the realm of one of our soclety s -
- paramount political issues, "centralization of powexr vs
_individual rights', before I digress to these tﬂplcs, 1et

'me address the notion of ethics invpublic policy. = 7k eo “fﬁ???zéj'

_ ' Ethics is one of those words that can have a.sllppery ik e
-/,f_ meaning. - Too often ethical’is omethlng we feel is right,
et o unethical is scmething our enemies feel is right. . If'wef S
I can just say that an ethical judgement is one based on a system =

of moral values governing commonly held notions of rxight and | -

- wrong, then that sllppery essence beglns to come clear.__:'_::73'




"‘__reculates the 1ntroduct10n of new pharmaceutlcal agen;s

.  tect the p0pu1at10n at 1arge from a possmble or theoretlcal

(3) o

The problem 13 commonly h61d" notlons of rlght an&.wrangsﬁ,;?”i?*“‘”"

'Hlstory has seldom'w1tnessed a soc1ety as seethlngly pleuralwlffﬂ;“f;."

istic as our own. In such a- soc1ety, p10w1ng as 1t is throug |

'the surf Of the ZOth century 8 °1031n8 decades, figurlng out ; ;;

 ~;what those commonly held notlons are isn t as easy as lt

| once was, o '_ . _' 1  _ a publ:l.c law Whlc:h

onto the market and admlnlstered by FDA represents a notlans‘ff

- held in common by the majorlty of the u. S Congress9 on b

" what is rlght" for the Amerlcan people., Yet in the case of ffr}j? '“¢'

1 xndxvlduals sufferlng from the dLsease treated by Dr, Chan, ; i,;f f?;  

g the unavallablllty of l 25 Dlhydfoxy v1tamin.D-3 claarly

does not seem to be right, proper, or Just._ To What extent, o S

and under what c1rcumstances should soclety Wlthhold thls '

'i'_treatment Eo those who crltlcallv need 1t in or&er to pro»'ii;J

dangerw Thls lSSue: Whlch is, as you knows at the root cf i

_much debate in publlc pollcy issues concernlng sclence, 1s '

' j_fraught Wlth many examples Of Well meanlng government 1nter—i?:f“f”

vention that frequently results in denlal of products or

’ -serv1ces for whlch there is a pr9331ng need The FDA requlref;j__

on the average 4; years to 11cen,e a new pharmaceutlcal

; agenta The ba51c patents for the V1tam1n D~3 metabolltes




".o_ ted to dlssolve 60% of gall stones due to the bulld ap of

"7'seslmple pharmaceutlcal admlnlstratlon9

'ff Lo “‘““é‘

were lssued in 1968 yet today ln 1977 ehey are stlll genere:ftfﬁ’;fuﬁ »
:ally unavallable because they are not 11censed Thls type cf'iﬁ,&

- delay is not uncommon.“ There is an entl-convulsant, Clonﬂzap'

21

used for the treatment of Petlt Mal selzure, 11cense& overeeas;f,

and especlally useful in cases Where the drug of chelce,'jf;:f!e:

7t1me the 11cense appllcatlon was made untll 1t Waa granted

Another pharmaceutlcal chenlc avld marketed under the aam& A

Ulmenlde by Hoffman La Roche in. Sw1tzerland has been demonstr

J‘S_cholesterol when gaullc ac1d 1s not present 1n blle fluld teff;?
ea,a suffmcment degree. Thls drug was dlscovered 1n Nutle-ya Néweeifififﬁﬁit

| _Jersey, but now almost 8 years 1ater, ;t ls not avallable ta 4
3,1f‘Amer1cans who must seek rellef from the only other tecbnlque&:t'”
-;avallable, surgery. What is the SOC1al °°3t over the Years ofea._ﬁf;i'ji

'T‘the pain and expense of surgery vompared to the beneflts ofiu;fii

No one can questlon the motrves of those who call for 11i;fi

'.strlct regulatlon of pharmaceutlvals by the government yet;ifeafe_‘

there is a clear danger that the needs of those dlsease

“-_fv1ct1ms who must walt that space of tlme between Innovatlon-;iejr”“

"-f,'Dllantln, 13 poorly tolerated : [* took 11 years frem the'f;jﬁVLEW




" more ecute in the case of a drug known as Leetrlle, not

- the psychologlcal effect of w1thhold1ng a treatment frcm a

'_':thet there is somethlng avellable to forelgners that they

o can.t have7 One of the “on the alr" calls to Pre31dent Carte

A relate ‘one mere, eed perhaps the most femous._‘A nob“ﬂ gestur

. end regulated appllcatlon are not belng pald falr‘heed te,ef;i;m,,ﬁ*:wez

: After all it 1s thelr sefety thet ls In denger, net the

 safety of the general publlc,. If there 1s a chelce betweeae;;!
c dlsease and the p0351b1e 111 effect of treatment, shouldn’ if;jﬁj“ ,”*i*:

‘the petlent heve thet deeeeeen7 Thls questlon becomes even;VQ,ﬂei5' ”

‘ﬂ_beceuse of'lts 111 effect but because of lts nli effect,aa~

Although 11censed for cancer treatment overseas, 1t has been 3j{t‘;f"‘

g found to have no. detectable effect on cancer. Yet what of

"tfrom belng rlpped °ff or denylng hope to the dYIng Who kncw iu”.

't'on the radlo last month dealt Wlth thlS exect questlon,:.iimffffgﬁ

"'1  There lS a traglc 1rony in the fact thet Wlth drubs so

o frequently, apparently? ethlcel Judgementszé mede to avert
Ve re«xﬁ, '

potentlal harm or 1ngust1ce end up permlttlng sufferlng Wheeht{;

| ”kﬂhallmtoo—real In eddlteon te*the past examples, iet me }'*”"

gDy

't-made bY Slr Alexander Flemming 1n the late 1920's was a cause;;f.if}ftf

| ft termlnally 111 person7 Is the government protectlng cltlzencf?fj};ft"

rtj




L mlracle of Penlclllln 1angulshe&"m It was only resurrecte& i

for thls same man S most bltter regret in subsequent yearg._['

.Hn

T

Wlthout flllng a patent appllcatLon, Dr..Flemmlng publlshed h
hlstorlc dlscovery, and in qSigg/;S vomded hls rlghts to 801e151a

| OwnerShlP Of the commerclal Possﬁbllltles cf Pen&clllln-\tﬁé?;; 

dld thls out of a feellng that the dlscovery belcnged to the }?,ﬂ_¢ 

world He dld not want the 1mmense pe&tﬁ&e&l 1nc0meq_ Fxn-[ {f f  ”°

'anc1a1 rewar& did not 1nterest hum._ However, the 1055 of |

exclusxve rlghts due to publlcatLon had an effect he hadn t“
-counted on. Slnce 1o pharmaceuthal flrm could be certaln Eﬁ"l '
- Of_a perlod of proprletarY rlghta-of productlon, the rlsk .: ?a

'of 1nvest1ng large sums for the necessary Capltal equlpment

ﬁer pfeéae%men could not be Just¢f1ed For 11 yeans the  [[3:55.:””'*"

due to perhaps the most 1mmoral unethlcal QVent of the

century, WWII It has'been estlmated that 5 mllllon people s
: R fwﬂ Ty ;5’ Hhar Wﬂndwﬁ, :
‘a year dled Who mlght have 1Ived 55 mllllon people between,1f
1930 and 1941 whose mortallty res ted on Alexander Flemmlng S.i ¥
consc1ence,=and a short-31ghted ethlcal Judgement" . In |

thlS case Flemmlng s 1gnorance oj an economic reallty, hls ;Qﬁ;;

fallure to understand the market system, cost a heavy prlce__f}ﬁ

He mlght ea511y have used hlS income. to support charlty, edu-iifﬁy':‘

‘ catlon, sc1ence, med1c1ne, or any number of worthy causes, R I BT




E or_the subJectlve 1mpresslon.

f‘_ eal ana1y51s of cost rlsk beneflt, or effectxveness of ff

| obut by destroylng the opportunlty for proflt 1tse1f he put

an enormous barrler between Penlclllln and the publlc.;fo:zw '

-Barriers between 1nn0vatlon and publlc avallablllty are

e-becomlng 1ncrea31ng1y more prevalent._ 7***?

In the case of Penlclllln the barrler was cleerly a Te._

-:bad fhxng, but in the most obvlous counterexample, thejifj:
5oe:Thalldomlde trage&y, a more strlngent barrler mlght have”
prevented a modern nlghtmare. In these two Premler caseeii

of a mlscalculatlon in ethlcal JUdgement the barrmer to'%ﬁi
.eellnnooatlon troubled the llves of many mllllons more. § o

/ TS
1Pd1v1dua1s than‘fhe 1ack of a barrler dld’

Perhaps aseesq1

NPZA

© . human damage in so emplrlcal or quantlflable a manner 13_:ENJ

i 1tse1f unethlcal Yet w1thout 1? we are 1eft totally to ?i

The deectxv1ty of an.emplrimf7

one course of actlon compared to an alternathe is almongf- '

'_the only defense there is agaln>t a purelY partlsan'v1ew~fi;:”

'__p01nt.

'e;w1th a ch01ce of aSSLStlng 1mp1ementet10n of a new product

or oPenlng up an avenue of new research vs hlnderlng the 'ij;

".1ntroductlon of sc1ent1f1c technologlcal effort, she/he f[ig

L must balance the beneflts vs the costs or in the case of

When the off1c1al in publlc serv1ce 13 confrontedfi €

S\




75_'reseerch,;rlsks of cost.: When the results of human endeavor

77 _backf1re, and. there 15 a prlce to pay 1n human 1£Ves or iu%

“.; galvanlzlng than the commlss1on of hurtful change.. Like»

;-'frewards Whlch most preoccupy the publlc mlnd HOW many

_'mlsery, then there is turmorl unfll blame 1s assessed.an&
:..precautlﬂns are -laid to 1nsure no 51m11ar future error.l; Hzf752

: But thlnk for a moment.‘what happens when a beneflclal course;isi
".cf actlon, product or serv1de 1s not 1mplemented or 1sfi'h”

greatly delayed9 Lack of helpfuL change 1s somehow 1ess

o w1se, in the case of Eotentlal rLsks and beneflts that must
be env1sloned when one conszders ba31c research 1t 13 tha

rlsk of fallure or accldent and not the known or potentlal £

people here knew the facts behlnd Thalldomlde, but had nct .
- heard the story of Penaclllln s almost none ex13tent Journe§ f
:sr:to market9. How many of you realrzed some pharmaceutlcals arer?
:;cleared for use after perlods of tlme that average 4 years‘”f 
 .but frequently take 8 9, 10 years or even 1onger° “ -
I thlnk it is safe ro say that there have been errcrsl
rn ethlcal Judgement made both through comm1531on and by‘”L¢ .-

'eom1551on, yet it seems to be only the commltted mlstakes

'a which enflame the pa551ons 1n most people.. Curlously, mhere f?f“””ﬂrﬂ




sclentlflc 1nnovat10n 1s concerned thls phenomena has made'g“,j

_some people work toward conservatxve ends that are de51gnad

i:torhlnder'or Stlfle sc1ent1f1c progress._ Yet these Same‘f&;

_'pe0ple w111 most often clalm to be 11beral or progressxvely

_1nc11ned whlle they work to put up barrlers to 1nn0vatlon,_lff

". In our dec151ons mhlch balance (compare) costs to beneflts '1'

cﬁ at t1me]:w1th other costs and beneflts at tlme 2 We cannot
L afford to lose 31ght of elther source of error.; Wé may

| "_ do somethlng V"ong, but we may also not do somethlng rlghta “a




