Lété;in 1974 some human clinical experiments were conducted
" just around the corner from here by Dr, James Chan at the
George Washington University Hospital. Because of prior

research, most of which had been performed on chickens, rats,
and dogs, Dr. Chan and his associates felt there was ample
. Justification for small scale, tlghtly controlled tests on

. human subjects.,

. The experiments called for the use of a newly developed
_pharmaceutlcal agent, Naturally, in cases such as this the NN I
- Hospital's Human Rights Committee must first give their s f'{“
. official approval. Then each patient is advised of the P

. experimental nature of his/her treatment and ngen an "informed
- consent’ release to sign. :
_ The Patients, all sufferlng some form of renal dysfunction _
. {kidney dlsease), were experiencing varylno degrees of renal .
osteodgstrophy, a disease os=the~benmes in which newly availlable
- -ecaleium- is not readily absorbed by ‘the bones of the body. Over
"~ time this disease permits calcium to leach out of the skeletal
‘structure leaving it brittle and weakened. Eventually, if
not effectively treated, the victim of renal osteodystrophy
- becomes near totally handlcapped unable to, walk'w1thout
© . the assistance of prosthetic devices.
... - The experimental compound used by Dr. Chan.was a meta-
bolite of vitamin D=3, known as ‘1,25, Dihydroxycholecalciferol®, _ :
- This compound is 1den;1cal with v1tam1n D=3 with the simple - ROV | N
- addition of 2 hydroxyl radicals (-0H) at the lst and 25th - S SR
© edrbon atom sites. One of these OH groups is added to the
“witamin by action of the kidney (to be more precise the mito-
. chondria of the renal eortex) in the normal, healthy human
. being. Consequently, in the patient with kidney failure,
" who must undergo regular hemodyalysis to escape uremic
- poisoning, the metabdllsm of vitamin D is interrupted in
' .such a way that it can't perform the functions it must if
;.- good health is to be maintained. :
- To return to Dr. Chan and his associates at GWU HospltaL
: his patients were adolescents who had already been on the
© . kidoey machine for an extended period. The calc1um was : L
.. 1eaching out of their bones making theni brlttle, weak, prone Ce
" . to breaking. If this condition could not be corracted they
© would eventually suffer permanent damage.
" In the USA, there are approximately 50, 000 victims of thls
. renal osteodystrophy condition each year, Ten percent of these
- are children. Anyone who is kidney machine dependent for 6 months
. or longer is subject to the disease to some degree, but most _
“frequently it inflicts the greatest damdage on children whose bones !




  ;; body produces to maintain itself, you would have to go to
- France or some ‘other country where it is licensed for gen-

" folks who brought you the recent ban on saccaharlne and the &

(@)

are in a stage of ns%m&%iy rapld growth. -
o Dr. Chan's patients were mostly in their teens and already
owed their lives to twice weekly treatment on the GWU hemo-,_”
~ dyalysis unit, the apparatus that filters the blood of im-
" purties that are normally excreted by the kldneysn But hls
© patients were slowly losing their rescued existence to
deteriorating bonies, Begimhing in April 1974, the experlmental
- compound was administered to the patlents at the same time '
. as their machine treatments.
- Over a period of months, X-Ray evldence showe&.conclu-..
. sively that the compound performed the same way when adminig=-
 tered orally as when produced naturally by action of the
- kidney and liver. In short, the calcium leaching stopped and '
. the bone lesions healed. The treatment was dramatically '
: successful This would be a happy ending except for a few
wtec11ca11t1es. If you, a relative, or closa frxen& of yours
- were unfortunate enough to become one of this year’s 50,000
wictims, you wouldn't be able to go around the corner to GWUI
" Hospital for treatment., No, if you needed treatment with
1,25 Dihydroxy vitamin D=3, a ‘substance which every human

‘eral use. " It's general use is illegal in the United States.

- A chemical which is present in the blood plasma of everyone.

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

- are lucky enough to stay healthy, has not been sufficiently . -
tested to be deemed safe by the U.S. Government.. This state.

" of affairs is the direct result of statutory law, passed by

- Congress in its wisdom and administered by FDA, the same -

- eyclamate scare of a few years ago. But before L get too .
© . deeply into the confllcts of Executive AgenCLes, or the far
. -wider debate on whether our Government regulates too much or
too little, or even_into-the‘realm of one. of our society's
- paramount political issues, "centralization of power vs : .
. individual rights", before I digress to these topics, let w//-”rf"
‘me address the notion of ethics invpublic policy. ~ fv>w%$“fJ’"e”j"
_ Ethics is one of those words that can have a sllppery :
meaning, Too often’ethical is somethlng we feel is right,
axd unethical is something our enemies feel is right. Iffwe
" can just say that an ethical judgement is one baséd on a system
of moral values governing commonly held notions of right and
"wrong, then that slippery essence beglns to come clear, '




:zThe,probiem-is ﬁeommonly held" notionsrof right end;wrong;“
.Hr;History_has seldom witnessed a soeiety as seethingly pleu;al-
";ietic ég'éu: owﬁ:l'ig sucﬁ ansecietﬁ, plowing as it.is through
| the surf of the 20th century's-closiﬁg_decades,*figuring‘out-_
'.'f.Whai'thoee commonly held notions ere ise't as.eaej_as itf- -
" once was. o .;_. - .f' .A.e' :1 .;-a pubiicAlaW'whieh.~-”Tf:
;?__revulates the 1ntroduct10n of new pharmaceutlcal agents

'9,'onto the market and admlnlstered by FDA represents a notlon,L

held in common by the ma;orlty of the U.S. Congresss on‘u

”5..‘wha£ is'"right“-for-fﬁe American pebple. Yet iﬁlfhe ceserof.
;'1ndlv1duals sufferlng from the dlsease treated by Dr, Chan, |
'::f-the unavallablllty of 1 25 Dlhydroxy V1tamin D-3 clearly “
fedoes not seem to be rlght, proper, or Just._ To what extent," o
z' apd under what elrcumstances should society Wlthhold_th;s _;l

**'S;traatment;fo—those who'critically needeit, in order to pro-eft-

tect the pOpulatlon at large fromea p0351b1e or theoretlcal ;

- :'--'_c‘;'..fmgea':;1 Thls lssue, Wthh is, as you know, at the :oot of .
'fmuch debate in publlc policy issues concernlng sclence, 1sh
 ﬂfraugnt with many-examples of_well meanlgg_government ;nter»e
fvention thatufreéﬁently iesults in denial ofeprodueﬁe or 

h'z services for Wthh there is a pre551ng need, The FDA requlres
~on the average 4% years to 11cense a new pharmaceutlcal .

‘agent. The‘baslc patents for the vltamln D~3 metabolites.




i _-<4>.
. . ) - : . "1’}' a, Y 1‘¢de
Y were 1ssued in 1968, yet today in 1977 Ehey are still gener—'

3.a11y unavallable because they are not 11cen§ed.;-Thls type of

'delay is not uncommon._ There ie an anti-convulsant7 Clonpzapam,

used for the treatment of Petlt Mal selzure,. 1lcensed overseasqf

- and especmally useful in cases where the drug of choice, .

- Dllantln, is poorly tolerated TE took 11 years from the

tlme the llcense appllcatlon was made unoll 1t was" granted
"Another pharmaceutlcal chenlc ac1d marketed under the name
fUlmenlde by Hoffman La Roche 1n Sw1tzer1and has been demonstra—

'ted to dlssolve 60A of gall stones due’ to the bulLd up of

'ﬁff cholesterol when gaullﬂ acid is not present 1n blle fluld to

o a suff1c1en“ degree. Thls drug was dlscovered in Nutley,_NEW

:7,Jersey, but now almost 8 years 1ater it 1s not avalleble to

V~t 'Amer1cans who must seek rellef from the only other technlque o

";;avallable, surgery. What is the soclal cost over the years ofo:

f“{ethe paln and expense of surgery compared to the beneflts of
'e$1mple pharmaceutlcal edm1nlstratlon9 | | L |

No one can questlon the motxves of those who call for '

1 :strlct regulatlon of pharmaceutlcals by. the government, yee
'there is a clear danger that the needs of those dlsease__i

| ev1ct1ms who must wait that space of time between inmovation




' and regulated appllcatlon are not belng pald falr heed tn. :

- After all,lt is thelr safety that lS in danger, not the

1'“w5?safety of the general publlc. If there is.a cholce between

dlsease and the p0551b1e 111 effect of treatment, shouldn'

3”flthe patlent have Ehat deeesxen7 Thls questlon becomes even

S more acute In the case of a drug known as . Laetrlle, not

S because of 1ts 111 effec:, but because of 1ts nll effect..;-f'
Althouoh llcensed for cancer treatment overseas, it has been

'?3found to have no detectable effect on - cancer. Yet what of

: the psychologlcal effect of w1thhold1ng a treatment from a _i‘f o

' ~t,term1na11y 111 person9 Is the government protectlng 01tlzens

iﬁi:ffrom belng rlpped off or denylng hope to the leng Who knOW':fl-fﬁﬁ;f:if&__ﬁ-

:hluthat there is somethlng avallable to fcrelgners that they -

"fﬂ'can t have7 One of the "on the air" calls to Pre31dent Carter---lm SR

'tfon the radmo last month dealt W1th thls exact questlon.. 7

: There is a traglc 1rony in the fact that Wlth druvs so'_,n"‘

Efefrequently, apparently ethlcal judgements'}y made tc avert
| R ?.eﬁ.
AL r

”l-k_potentlal harm or 1nJust1ce end up permlttlng sufferlng Whi&h

ee~a11 too- real In addltlon to~the past examples, iet me -
emMgL

. relate one more’ and perhaps the most famous. A.nobe gesture-' -

'=made by Sir Alexander Elemmlng in the late 1920“3 Wae a cause -
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for thls same man's most bltter regret in subsequent years,
Wlthout flllng a patent appllcatlon, Dr. Flemmlng publlshed hlS
hlstorlc dlscovery, and in QEEEE/;B v01ded his rlghts to sole -
Gwnershlp of the commerclal p0531b111t1es of Pen&clllln.. He |
aid thls out of a feellng ‘that the dlscovery belanged to the
'world ~He did not want the immense peixteeal 1n.comeo Flnu- _ 

RN

anc1al reward dmd not 1nterest hlm. However, the 1oss of :

."_'exclusrve rlghts due to,publlcatlon had an effect he hadn't

. counted on. Since no pharmaceutical firm could'be~certaiﬁ :
of a-period of proprietary rights of production,'the.risk:
of 1nvest1ng large sums for the neceqsary capltal equlpment

£e£ preduction could not ba Just1f1ed For i1 years the

.amlracle of Pen101111n langulshed It was only resurrected

due'to perhaps the most 1mmoral unethlcal event of the .wf- BT

X century, WWII It has been est;mated that 3 mllllon.peOPIe ft:l'i

: , _ ;ou’r' etpminiabin wzg /i wxdw,q)ug. y o
a year dled Who mlght have 11ved 55 mllllon peopLe between -

1930 and 1941 whose mortallty rested on Alexander Flemmlng s

: consc1ence, and a short-51ghted ethlcal Judgement" _Iﬁ

_ thls case Flemm:;ncr s 1gnorance of an economic reallty, his
fallu:e to understand the market system, cost a heavy prlce.l
.'_-ﬁe-mighteesily have used hiseiﬁcome.to'suppbrt eherity,‘edu-_

cation, science, medicine, or any number of worthy causes,
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”“]but by destroylng the opportunlty for proflt 1tse1f he put
an enormous barrier between Pen1c1111n and the publlc.

. Barriers between 1nnovatlon and publlc avallablllty are

:' becomlng lncrea51n°1y motre prevalent

In the case of Pen1c1111n the barrler was.clearly

.'-bad thlng, but 1n the mcst obv1ous counterexample, the
'Thalidcmlde tfaged?:_a more strlngent berrler mxght have f]l¥
.preveﬁéed a moderﬁ nightﬁare. Iﬁ;tﬁeee:tﬁo“ptemier casee:i;':k'

-'"of a mlscalculatlon in ethlcal Judo_ment the barrler to"f

R 1nnovat10n troubled the 11ves of many mllllons more

> i \/’\'\ B
Ipdxv1duals than the 1ack of a barrler\giﬁ Perhaps assessxng

- human damage 1n SO emplrlcal or quantlflable a manner 13

e itself unethical,; Yetiwithout it'we are-left totally to

':the sdbgectxve 1mpressmon. The ob3ect1v1ty of an emplriwe{;ﬂ:
}cal ana1y51s of cost rlskr beneflt, or effectxveness of‘V
'-:one course of actlon compared to an alternatxve is almostf:
'Athe only defense there is agaxnst a purely partlsan‘V1ewe:
ep01nt.__When the OfflCl&l_Lﬂ_publlq servlqe 1s_c9nf;qn;ed

- ﬁiﬁh a choice of.assistinglimplementeﬁion.efre“ﬁew éroducﬁ'ﬂ
or oOpening up an avenue‘of.new research vs hindering fhef'
iﬁtroducfion of SCientificeteeﬁnologieel effqrt; she/he .

o mustrbalance the benefits vs the costs or in the case of-




g S (8)
eyl o

. | f)",’.";f'l;\ ‘f F.-':".'. , . .
——— of.-cost: When the results of human endeaVOr

13

.backflre, and there is a prlce to pay 1n human IIVes or’

© . misery, then,there 1s“turm011 ent;l.blame'ls assessed and_ :

precautions; ave -laid to insure no similar future error.

‘But think for a moment, what happens'when.a-beﬁefieial course’

o of'aétiongfproduot or servide is not implemented or is

greatlyudelayed? Lack of helpful change is somehow 1ess o

-f galvanlzlng than the commission of hurtful change., Like- ’

R W1se, ;n the case of potentlal rlsks and beneflts that must:

5 be env1smoned When one con51ders ba51c research 1t dis the

fﬂf;rlsk of failure or acc1dent and not. the known or potent1a1

':f'rewards Whlch,most preoccupy the publlc mlnd ' How manY

peoPle here knew the facts behlnd Thalldomlde, but had not

“fl-heard the story of Pen1c1111n s almost none ex1stent Journey jf:
_to market7 wa many - of you reallzed some pharmaceutlcals are .

__cleared for use after perlods of tlme that average 4% years_'-:f

| bpt frequentiy take 8 +9s 10 years or even longer? |
_ I thlnk 1t is safe to say that there have been errors
B in ethlcal Judgement made both through commission and by

| 0m15510n, yet it seems to be only the commltted mlstakes

whlch enflame the p3551ons 1n most people. -Curlously,,phere'
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scmentlflc 1nnovat10n 1s concerned th1s phenomena has made

-some people work toward conservatlve ends that are de51gned

to hlnder or stlfle sc1ent1f1c progress, Yet these same

e Vpeople will most Often claim to be llberal or progressxvely,
inelined, while they work to put up barrlers to 1nnovat10n“
In our dec151ons which balance Gcompare) costs to beneflts R

at tlme]:w1th other costs and beneflts at tlme 2 we cannot ,

-”_afford to loue 31ght of elther source of error.r Wé may

.do somethlng w“ong, but we may also not do somethlng rlght'
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