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PROYECTO BISFOSFONATOS
25 ANOS DE EVOLUCION

Las primeras comunicaciones sobre las propiedades bioldgicas de los bisfosfonatos, en particular
del etidronato o EHDP, por el grupo de trabajo liderado por Herbert Fleisch datan de unos 30 afios.
Una completa descripcion de las acciones farmacoldgicas y terapéuticas de estos compuestos ha
sido publicada recientemente por el mismo autor'. Otra visién de la historia del tratamiento de la
enfermedad de Paget del hueso y de las primeras experiencias con los bisfosfonatos, bajo el parti-
cular enfoque de uno de sus mas conspicuos pioneros, Olaf L. M. Bijvoet (Fig. 1), puede ser hallada
en su editorial de este nimero especial de Medicina?. Nosotros nos limitaremos a comentar las cir-
cunstancias que llevaron a su desarrollo paralelo en la Argentina y sus consecuencias en la forma-
cion de un solido grupo de investigadores en osteologia y metabolismo mineral éseo y en la inicia-
cion de una pujante actividad de investigacion farmacoldgica y desarrollo farmacéutico que ha tras-
cendido nuestras fronteras.

Casi contemporaneamente con los trabajos europeos sobre etidronato, Neill A. Worker de la Or-
ganizacion para la Alimentacion y el Agro (FAO) y Bernardo J. Carrillo, del Instituto Nacional de
Tecnologia Agropecuaria (INTA) de la Republica Argentina habian relacionado al enteque seco —
una calcinosis endémica que afecta a vacas, ovinos y equinos— con la ingestion de un vegetal, el
Solanum malacoxylon®, cuyo efecto téxico es debido a la presencia de derivados glucosidicos de la
1,25-dihidroxivitamina D3*. El conocimiento de las caracteristicas del EHDP por una parte y de las
investigaciones del INTA por otra, condujo al disefio de un proyecto para “experimentar el emplec
de etidronato como agente preventivo o curativo de la intoxicacion experimental con S. malacoxylon"s.
Por este motivo Jorge Balla y Rafael Labriola desarrollaron un método original para la sintesis qui-
mica del compuesto, el cual fue patentado en 1974 por Gador en la Republica Argentina. La admi-
nistracion simultanea de extractos de S. malacoxylon y etidronato en la oveja proporcioné datos con-
trarios a los esperados, con osteosclerosis, y el modelo fue abandonado®.

A pesar de aquel fracaso inicial, la disponibilidad local de un compuesto osteoactivo, ubicado en
las fases iniciales de su desarrollo farmacéutico, proporcioné a médicos endocrinélogos y otros inte-
resados en metabolismo mineral ¢seo, la posibilidad de realizar investigaciones originales’®. Se atri-

Fig. 1.- Buenos Aires, 1990. Dos pioneros de los bisfosfonatos: O.L.M. Bijvoet (izq.), Director del Departamento de
Endocrinologia y Metabolismo, Hospital de la Universidad de Leiden y E. Montuori (der.), Director Cientifico, De-
partamento de Investigaciones Farmacologicas, Gador S.A.

Comienzo de una fecunda relacion de trabajo entre ambas instituciones.
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buye a Gunther A. Fromm, Carlos A. Mautalén y Fritz Schajowicz, el primer grupo de trabajo argen-
tino que trabajo con etidronato en la enfermedad osea de Paget, el haber descrito la osteomalacia
provocada por este compuesto y el haberla relacionado por primera vez con el nivel de dosis®.

La necesidad de contar con un farmaco con mayor indice terapeutico que el etidronato condujo al
grupo de investigadores de la Universidad de Leiden, dirigido en ese entonces por Bijvoet, a inves-
tigar los efectos terapéuticos del pamidronato o APD. Las razones estaban fundadas en la superior
potencia antiresortiva (10:1 vs. etidronato) y el mayor indice terapéutico de esta molécula, que per-
mitia evitar la osteomalacia aun en dosis muy superiores a las terapéuticas y durante tiempos de
administracion prolongados. Por estas caracteristicas el pamidronato es considerado como el pri-
mer bisfosfonato de segunda generacion. Debemos al grupo de trabajo de la Universidad de Leiden
las primeras demostraciones de la eficacia del pamidronato, principalmente en la enfermedad o6sea
de Paget y en la hipercalcemia maligna'®"'.

Merced a un desarrollo de sintesis quimica llevado a cabo en forma paralela, el pamidronato es-
tuvo al alcance de los médicos argentinos a comienzos de los '80 y el ya importante grupo de inves-
tigadores formado en ese tiempo produjo experiencias locales primero en la enfermedad de Paget'?
y luego en distintas patologias como mieloma muiltiple'®, osteoporosis' y artritis reumatoidea's, am-
pliando el espectro de indicaciones investigadas en Leiden. Sin embargo, la importante intolerancia
gastrica que obligé a los primeros pacientes al abandono del tratamiento a poco de comenzarlo, fue
causa de la interrupcion del proyecto hasta tanto se hallase un medio para evitar el inconveniente.
Finalmente, fue logrado el diseno galénico de una forma farmacéutica en céapsulas blandas con cu-
bierta de disolucion entérica, que hasta el presente es la unica en el mundo que ha permitido la
administracion oral de pamidronato, con un aceptable perfil de efectos adversos'é. Las primeras
publicaciones de los resultados obtenidos con pamidronato en la Argentina despertaron el interés de
investigadores de Belgica, Francia y Estados Unidos, quienes solicitaron las capsulas blandas de
pamidronato para realizar sus propias experiencias'’'?. Jean-Pierre Devogelaer que ha sucedido en
la Universidad de Lovaina a Charles Nagant de Deuxchaisnes, el primero en haber comunicado la
actividad del pamidronato sobre la densidad 6sea cortical?® y su posibilidad de uso en la osteoporosis,
ha tenido la gentileza de enviar para esta publicacion un valioso reporte que documenta la evolucion
de los pacientes a varios anos después de haber interrumpido el tratamiento.?'

Hacia 1984 el grupo inicial de investigadores en el tema habia crecido notablemente y en ese
ano se concreté la fundacién de la Asociacion Argentina de Osteologia y Metabolismo Mineral
(AAOMM), cuyas reuniones cientificas anuales han contribuido a la notable difusién que alcanzé el
uso de bisfosfonatos en nuestro pais, lo cual a su vez explica el liderazgo de los especialistas loca-
les en la experiencia con el uso de esta clase de compuestos. En 1990, la AAOMM invité a Bijvoet
al pais para exponer sus experiencias con pamidronato y discutir las obtenidas localmente. Como
consecuencia de esta visita se entablé una relacion de intercambio cientifico entre los investigado-
res del Departamento de Investigaciones Farmacoldgicas de Gador S.A. y los del grupo de Leiden,
que culminé con la firma en 1992 de un acuerdo entre ambas instituciones para el diseno y el desa-
rrollo de farmacos osteoactivos. En 1993 Bijvoet deja la direccion de su laboratorio de investigacion
para dedicarse a sus vinedos y le sucede Sécrates Papapoulos, quien desde entonces ejerce la con-
duccion cientifica del proyecto conjunto. Lo demas es historia reciente: ha comenzado la era de los
bisfosfonatos nitrogenados (Nitrogen Containing Bisphosphonates), siendo el pamidronato el com-
puesto estandar, con sus derivados, alendronato y el nuevo olpadronato, como los de mayores pers-
pectivas clinicas.

Aunque el olpadronato, antes conocido como dimetil-APD, pertenece a la misma serie de com-
puestos desarrollada por Henkel, su investigacion fue dejada en un segundo plano porque en razén
de su extraordinaria potencia antiresortiva (10:1 vs. pamidronato, 100:1 vs. etidrc-mato) fue inicial-
mente proyectado como reemplazo de la forma inyectable del pamid.ronatE),_ habngndose publicado
los primeros datos experimentales en 1985% y los resultados de trabajos clinicos piloto en 198g2'2,
Sin embargo, las investigaciones posteriores realizadas en el_ marco del acuerfiq antes citado han
demostrado que el olpadronato por sus caracteristicas fisico-qum.\lcas y farmacolégicas debela ser con-
siderado como el primer compuesto del grupo de'los amlnobl.sfosforl.atos, con caracter|§tlcas gg
efectividad y seguridad que superan a las de los farmacos antlosteo].ltlcos» antlosteopgrétlcc_)s U.t'.“'
zados en la actualidad. Actualmente el proyecto olpadronato ha culminado la fase de investigacién
preclinica en el laboratorio de Farmacologia Experimental de GADOR y se encuentran en prepara-

2



EDITORIAL

cion las fases clinicas de su desarrollo, a cargo de la Universidad de Leiden, en asociacion con un
grupo de companias farmacéuticas del exterior. Por otra parte, la Universidad de Texas ha presen-
tado ante la Administracion Federal de Medicamentos (FDA) de EE.UU. una solicitud de investiga-
cion (IND) sobre los efectos del olpadronato en sujetos sometidos a inmovilizacion prolongada, que
sera llevada a cabo en el Southwestern Medical Center bajo la direccion de Charles Pak. Otros
bisfosfonatos nitrogenados disenados por la Universidad de Leiden y sintetizados en Gador han sido
patentados por ambas instituciones y actualmente estan en fase de investigacion preclinica®.

Después de casi 25 anos, aquel plan de trabajo disenado por E. Montuori (Fig. 1) ha devenido en
un ejemplo de cooperacion cientifica, técnica e industrial en torno de un proyecto comun, valido para
servir como modelo para otros emprendimientos. Esencialmente demuestra como, a partir de una
relacion de mutua cooperacion entre investigadores e industriales con distintos intereses y perfil y a
pesar de recursos economico-financieros escasos en comparacion con los estandares internaciona-
les, es factible acoplarse a investigaciones recién comenzadas, obtener resultados propios, conse-
guir el consenso y la colaboracion de cientificos e instituciones lideres en el tema, proyectarse a
niveles de exigencia, pero también de posibilidades, superiores y abrir camino para nuevos proyec-
tos.

Este numero especial de Medicina trata de reflejar el panorama presente del Proyecto
Bisfosfonatos. Un prominente grupo de investigadores que de una u otra manera estan ligados al
mismo, ha contribuido con sus articulos para brindar informacién original preclinica y clinica, espe-
cialmente sobre los bisfosfonatos nitrogenados.

Agradecemos a los autores de los articulos, al Comité Editorial y a los Arbitros de Medicina por
su inestimable colaboracion y a Emilio J.A.Roldan, Lider del Proyecto Bisfosfonatos, por la coordina-
cion del trabajo. Esperamos que estos articulos resulten de interés para todos aquellos interesados
en la investigacion o la clinica de los trastornos del hueso y su metabolismo.

Anibal Pérez Lloret
Director médico
GADOR SA, Buenos Aires
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A LIFETIME OF BISPHOSPHONATE

One of the best teachers of medicine | ever knew, used to cut short speculations on drugs by dryly
remarking: ‘It is better to know one drug well, than to switch to the latest one'. The reason is of course
that knowing a drug well allows you to manipulate route, rhythm and dose in order to guide results
towards your aim.

A related maxim follows indeed: ‘Treatment should be guided by individual results, not by general
prescriptions’. One gives a drug to obtain a result; therefore, measure the particular effect in your patient
and adapt your treatment accordingly. For this, one should know the pharmacology of the drug and
the physiology of the disease and, most important of all, the particular form these take in your indivi-
dual today.

I have been asked to tell the story of how APD [now pamidronate] and Dimethyl-APD [now
olpadronate] were developed in their early stages. As it happens, there are two stories, a story in Ar-
gentina and a story in Holland, because both drugs were developed independently and without
knowledge of each other at these two locations. | will stick to the Dutch story, because that is the one
with which | lived.

This is my first choice. My second choice follows from the maxims quoted at the start. The story
will begin with a patient and with the desired effect. From there on you may follow why we did what
we did. My hope is that at the end you will understand these particular drugs, APD and Dimethyl-
APD, better and that your patients may profit from it.

The story as it unfolds looks at the development of PCP's [the bisphosphonates] from a perhaps
unusual direction. | have not referenced it. For those who desire an overview of the bisphosphonate
history | refer to a book in whom others and | have reviewed this : ‘Bisphosphonate on Bones (1995)
OLM Bijvoet, HA Fleisch, RE Canfield and RGG Russell, eds. Elsevier, Amsterdam.’

The desired effect

| vividly remember a cartoon in a little book on physical diagnosis | read as a student. | think the
authors were Baily and Love. The cartoon showed a man with an extraordinary large head and with
strangely curved legs, and out of his mouth came a little cloud saying: ‘pain!’. The caption read: “Paget's
disease'. The disease was untreatable. When | was assistant in internal medicine a young farmer with
exactly these symptoms was referred to me. He had jumped from his tractor and for no reason at all
broke his left femur. He had a too large skull and he had continuous, excruciating bone pains. There
was no treatment. It was in this period that we had just learned to assess the remodelling rate of bone
by measuring its rate of breakdown as urine hydroxyproline [OHP], and the rate of formation from serum
alkaline phosphatase [AP]. His bone remodelling rate, as you expect, was elevated to such a rate we
had never seen. We tried with hardly any effect to reduce the bone remodelling rate with antithyroid
drugs. It then just so happened that the director of a pharmaceutical firm was admitted suffering multiple
bone fractures from an accident with a fast car. He told that they had just started to manufacture
calcitonin in the hope to develop a treatment of osteoporosis and asked what we thought. Animal
studies had already shown that calcitonin will suppress bone formation along with resorption and we
wondered if reduction of the rate of bone remodelling is of use in osteoporosis. His next question:
‘but then, to what use can this be put?'. For the young farmer in mind in whom we had not succeeded
to reduce the rate of bone remodelling, we requested some of the drug for a trial.

Intravenous administration of calcitonin to a patient with Paget's disease is followed by an impressive
and immediate decrease in urine hydroxyproline; the more the rate is elevated above normal the more
impressive is the result. In many patients this is accompanied by immediate relief of the bone pain
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that is so typical of Paget's disease, suggesting that the pain is associated with osteoclast activity.
Such effects were unheard of hitherto and showed a way to go in such patients. The effect of a
single intravenous injection on bone resorption i1s transient however although the effect on pain is
more lasting, now the results were a clear indication that the way to go is to find a resorption-
suppressing drug whose effect can be maintained, through repeated administration, for example by
giving it orally and such a drug was available around the corner.

The bisphosphonates

The bisphosphonate story too, starts with a farmer, who while fertilizing oranges through an irrigation
system, observed that accidental addition of a very little phosphate protected against undesirable
crystal formation blocking his irrigation tubes. From one followed the other, and a highlight was the
development of many bisphosphonic acid derivatives that became widely applied in various fields of
technology as inhibitors of crystal-growth. Bisphosphonates are artificial substances, but Neuman
suggested that pyrophosphate, having a structure that reminds one of a PCP, could play a role in
bone-crystal formation under the regulatory influence of a pyrophosphatase like the enzyme alkaline
phosphatase. From there on Francis and Fleisch performed experiments in animals with the PCP
etidronate, the first in order to find a drug against osteopetrosis, since PCP’s were expected to inhibit
crystal growth and therefore ossification in bones. The complete surprise is that on histologic
investigation the drug appeared to do the opposite, that is, apart from a small effect on mineralization,
it exerted an impressive retarding effect on osteoclastic bone resorption -the mechanism of which is,
even at present, not completely clear.

Desiring to find a better treatment for our farmer and under the impression of the effect of calcitonin,
we wanted to know if perhaps oral bisphosphonate could be the answer to what we wanted to achieve
and started a series of animal experiments with two aims: [1] Is inhibition of mineralization a necessary
sacrifice in order to achieve suppression of osteoclastic bone resorption with a PCP? [2] We performed
prolonged and complete metabolic balance studies in rats with the aim of understanding the integrated
effects of prolonged continuous administration of PCP to intact animals. We were enormously helped
by the firm Henkel in Diisseldorf where most of the PCP’s have originally been synthesized, and in
particular by professor Arnold Heins from that firm, who has continuously donated the desired mate-
rial and who included the aminobisphosphonates amongst that. The answer to [1] is: Different
bisphosphonates have different potencies and different ratios between direct effects on bone resorption
and on the quality of new bone. The amino-PCP pamidronate is a potent inhibitor of osteoclastic bone
resorption that seemed non-toxic an devoid of ill effects on the quality of newly-formed bone. (Results
of some initial experiments with Dimethyl-APD [olpadronate] gave results that at that time appeared
to us too dramatic to warrant further investigation!) [2] The research gave a picture, according to later
human results remarkably accurate, of the interdependence of resorption and formation of bone, and
how prolonged suppression of osteoclastic resorption of bone is secondarily followed by a reduction
in the rate of its formation by osteoblasts, the degree of reduction being in proportion to that of the
reduction of the resorption. In addition to that, the general well-being of our animals was unaffected.
Bone is an eco-system of co-operating cells. The effects of APD in those animals as well in patients
that would later be followed and treated offered an unprecedented opportunity to study the kinetics of
the physiological effects of this form of cell-cell interactions in bone. In conclusion: There is a striking
similarity between calcitonin and the bisphosphonates as to their ability to inhibit osteoclastic bone
resorption. As we know at present, their effect on osteoclast function may be comparable, the
mechanism of the effect on these cells is probably very dissimilar. Calcitonin may act by curtailing the
activity of osteoclasts that are actually functioning, and in pathology, can reduce excess resorption by
maximally 50% at most, while PCP’s may act by interfering with the maintenance of and formation of
new osteoclasts from precursors. Since osteoclast material has a very rapid turnover, the effect of
PCP has a delay of one day on the average in humans, that of calcitonins is immediate. This is why
calcitonin and PCP’s may sometimes be combined when an immediate as well as a potent effect are

desired as in severe hypercalcemia.
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The quality of the result

Calcitonin had taught what kind of effect to aim at in Paget's disease, and animal studies with
PCP had taught that results similar in nature but of more pronounced efficacy and of sustained duration
could be expected from PCP administration. These expectations were amply confirmed. The main
observations related to the quality of the result were:

- APD rapidly reduces the rate of bone resorption. The rate of reduction varies between individuals
and depends mainly on two factors: [1] The initial excess of bone resorption, measured as the rate of
excretion of hydroxyproline [OHP] in the urine, and [2] the dose of PCP. Ad [1]: At a given dose the
rate of suppression is always similar if the rate is expressed as the time needed to decrease the activity
by half. This means that if in patient A the excess of OHP is twice that of patient B, the reduction of
OHP in A is twice as fast in A as in B, when taken in absolute numbers. This comes not at a surprise,
since this is the same with calcitonin. Ad [2]: This property allows one to compare the potency of
different forms or routes of administration (e.g. oral versus intravenous) of a given PCP preparation,
or of different PCP’s given in a similar way.

- Like calcitonin, suppression of bone resorption is associated with relief of pain, with an important
difference: The initial 12 to 24 hour delay in effect with PCP can be associated with an increase of
pain, that is always transient. Like with calcitonin, treatment can result in improvement in structure
from affected bones.

- Prolongation of treatment until normalization of OHP, leading to extended treatment periods with
oral APD in severe cases, will almost always allow to obtain normalization of OHP. There is an
associated normalization of the rate of bone formation that is delayed by three months on the avera-
ge, relative to OHP. This means that treatment-results are better assessed from OHP or related
resorption-measurements, than from AP.

- A point that people have insufficiently understood and that is extremely important from the point
of view of your patient: the duration of the ensuing treatment-free remission depends on the degree to
which you have been able or willing to normalize his bone resorption. This means that if you diligently
measure OHP and achieve normalization, than the likelihood of prolonged and even permanent
remissions in great. It is as if the pathology of the disease resides in osteoclasts and complete
suppression of renewal of sick osteoclasts throughout the lifetime of an osteoclast family allows one
to get rid of the pathogenic material.

The road forks

Close observation of results in individual patients, combined with the first maxim of sticking to one
drug if that does what you want, can always be recommended. It promotes your personal understanding
of the physiology of disease; it improves the quality of treatment in the individual because now you
can adapt your treatment to his individual needs, and finally, you start to understand what you can
achieve with this drug better than any article of book can teach you, because you know the results as
they come to you in terms of measurements and language you personally are accustomed to.

- Not only that: This understanding allows one to extend ones means to obtain certain
pharmacological effects towards other diseases. So, treating Paget's disease has taught us how to
treat hypercalcemia of malignancy, how to use PCP's in other conditions, like myeloma, primary or
secondary malignancies with affection of bone, perhaps even osteoporosis; and also to understand
the limits of its use and when not to expect results. | will not enumerate here all the different by-roads;
they have been sufficiently described. What | do stress again, is: do not simply follow treatment-
recommendations as given together with the drug, neither you, nor the patient will profit in the end.

- The results with oral APD taught us another thing: knowing what can be achieved we became
aware of what one can ask of a good bisphosphonate treatment and became aware that APD in certain
patients had its limitation. First the oral form of the drug when given in a good Galenic form -this is a
great art and is the propriety of good pharmaceutical companies- was well tolerated in most patients,
but not in all and not at relatively high doses that we requested in some patients. Secondly, the efficacy
of a given oral dose depends also on the co-operation of the patient in that combination of the drug
with food will decrease its accessibility. It should be given some time before meals at least meals that

-
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contain cations to which the drug can absorb. The answer was to develop an intravenous form. We
found that with intravenous APD, one can achieve almost everything one wants. The disadvantage,
however, is that that patient becomes dependent on someone to administer the drug and secondly
that one has to work out time-schedules of dose versus frequency, and is so reduced in ones capacity
to adapt treatment to the requirements of the individual. There is clearly a need for a PCP that allows
to achieve the same effects of intravenous APD with a simple oral formulation. And this aim had been
achieved with the elaboration of Dimethyl-APD. [olpadronate].

The fact that most impressed us writh the necessity of developing, and an intravenous form of
APD, and a more potent oral bisphosphonate, was the very farmer with whom | started this story,
and to whom | may dedicate the work we did. He lived many stages of the development, was the
first patient to receive calcitonin and experiencing pain relieve. His pain however recurred slowly and
he was then treated with etidronate with only limited success. This was only improved by combining
etidronate with calcitonin, a now forgotten but quite effective combination, and, at a later recurrence
he required oral APD. The activity of his disease was however so extreme that we never reached
complete and lasting remissions, and fifteen years after his first admission the activity recurred together
with the development of widely metastased osteosarcoma and he died.

The three Bisphosphonate Generations

- Occasionally one meets the expression ‘First-Generation”, “Second-Generation”-, and ‘Third-
Generation-Bisphosphonate”. Sometimes these are used to suggest that one PCP is better than another
one or came on the market a little later and therefore is better. | do feel that in view of the history
given above, the use of such terms is acceptable, but only if they express an essential and distinct
property of the group under which a PCP is classified. | would call First-Generation those PCP’s of
those forms of a PCP that do have significant effects, but are insufficiently potent to achieve the clinically
desirable effect in all circumstances where one wants to use it. So is Etidronate [EHDP] clearly a First-
Generation PCP. In most patients with Paget's disease for instance, the drug is simply insufficiently
potent to achieve complete remission, while at the same time there is a very real possibility of
osteomalacia. The problem can therefore not be remedied by giving the drug in another fashion, say
intravenously.

- APD is certainly an example of a Second-Generation Bisphosphonate. | think many of the present
PCP’s may belong to that class. The oral form is completely efficacious in most circumstances and
one can adapt treatment to requirements. There are however limiting factors as to dosage: with oral
APD the gastric side effects at high doses, although such problems can be overcome by a slightly
more clumsy intravenous administration-route at the sacrifice of treatment-precision.

- The Third-Generation bisphosphonates are those that allow every variation and adaptation to in-
dividual requirements with a simple oral form. A perfect example of those is Dimethyl-APD. | told you
that we had investigated Dimethyl-APD quite early, but had been put off by the dramatic effects. With
hindsight we now know that even the lowest dose in the dose ranging studies we performed, exceeded
by far what we should have used. So we only looked back when we came to the limits of APD, and
only after having, through APD, understood to formulate exact requirements. Qur experience with
Dimethyl-APD has largely confirmed what one has learnt with APD, but with it larger potency oral
Dimethyl-APD has allowed access were APD did not allow it: difficult patients requiring high oral doses,
but also new inroads, such as small infants with osteogenesis imperfecta, where no risk should be
taken from the point of view of possible gastric side effects and continued intravenous PCP is imprac-
ticable.



EDITORIAL

Conclusion

It is at that moment, now almost 10 years ago, that my personal involvement with medicine and
PCP’s in medicine ends. Looking back | find it interesting to see how the development of this drug
has allowed, within one medical generation, to reclassify one disease from untreatable, to very
accessible and how that experience has allowed access to many other conditions at least one of those
also shifting from the very difficult to the accessible ones - mean of course hypercalcemia of
malignancy. | enjoy seeing how much this development depends on the context of what is happening.

I have not left out the sombre outcome of the disease in the one patient who stands at the beginning
of our story. The totality of our experience is one lived together with many individual patients, of better
persons, who have remained interested and who in general appreciated rather than disliked the close
personal attention that is associated not, | should say with experimentation, but with the individual
attention that is necessary for good treatment. But as a by-product of that dedication it kept our
knowledge sharp enough, to be ready when the medical context opens possibilities of improving
treatment, and so the knife remains sharp on both sides.
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