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Vincent P. Dole, Jr. T 1963-1974

Treatment of Heroin Addiction: Identification of Need, Formulation of
Hypothesis, Basic Clinical and Related Laboratory
Research, Translational Research, and Early Evaluations

1962- Committee of the Health Research Council of the City of
1963 New York (Chair 7 Lewis Thomas)
A ldentification of heroin addiction as a major
underserved/unaddressed medical problem

Summer - Decision to change Laboratory of Metabolism and

Autumn Physiology (focused on lipid metabolism, obesity,

1963 hypertension, and related topics) to focus on heroin
addiction and new approaches to treatment.

Permission/agreement of Dr. Detlev Bronk , President of
the Rockefeller Institute for Medical Research, and
Dr. Maclyn McCarty, Head of the Rockefeller Hospital



Vincent P. Dole, Jr. T 1963-1974

Treatment of Heroin Addiction: Identification of Need, Formulation of
Hypothesis, Basic Clinical and Related Laboratory
Research, Translational Research, and Evaluations

Autumn Recruitment of two new staff members:
1963
1) Marie Nyswander , MD i psychiatrist, years of work
with heroin addicts in New York City and Lexington,
KY. Author of book The Addict as a Patient .

2) Mary Jeanne Kreek, MD i Second year Resident in
(Il nternal ) Me&di)c ian e-Newivdtk@Y |
Hospital with experience in clinical and laboratory
based research at NIH and Columbia P&S.

January  New team formed and first patients admitted to the
1964 Rockefeller Hospital.



Nyswander & M.J. Kreek

V.P Dole, M.

1964




Hypothesis 1 1964

Heroin (opiate) addictionisadisease Ta nmet abol i c
di s e a ofahe brain with resultant behaviors of

Adrug hunger o -admidistrationudgspiee | f
negative consequences to self and others. Heroin

addiction is not simply a criminal behavior or due

alone to antisocial personality or some other

personality disorder.

Dole, Nyswander and Kreek, 1966



Development of Methadone Maintenance
Treatment T 1964 Onward

Initial clinical research on mechanisms and treatment using methadone maintenance
pharmacotherapy at The Rockefeller Hospital of The Rockefeller Institute for Medical
Research (by the mid-1960s, The Rockefeller University) performed by the team of:

Vincent P. Dole, Jr., M.D.
Professor & Head of the Laboratory of Physiology and Metabolism (deceased 2006)

Marie Nyswander, M.D.
Guest Investigator i Joined Dole Lab in Winter 1964 (deceased 1986)

Mary Jeanne Kreek, M.D.
Guest Investigator 1 Joined Dole Lab in Winter 1964 (now Professor & Head of Laboratory)

First publications describing methadone maintenance treatment research

1) 1964: Initial clinical research on development of treatment using methadone
maintenance pharmacotherapy and on elucidating mechanisms of efficacy performed
at The Rockefeller Hospital of The Rockefeller Institute for Medical Research:

Dole, V.P., Nyswander, M.E. and Kreek, M.J.: Narcotic blockade. Arch. Intern.

Med., 118:304-309, 1966.
(also recorded in the Association of American Physicians meeting transcription of discussion)

2) 1965: Translational applied clinical research performed at Manhattan General Hospital:
Dole, V.P. and Nyswander, M.E.: A medical treatment for diacetylmorphine
(heroin) addiction. JAMA, 193:646-650, 1965.




Original basic clinical research at the
Rockefeller Hospital T January 1 July 1964

Origina/ _# fz’c/eé

Narcotic Blockade

VINCENT P. DOLE, MD; MARIE E. NYSWANDER, MD; AND
MARY JEANNE KREEK, MD, NEW YORK

Arch [nteen Med-<Vol 118. Oct 1966

Dole, Nyswander, and Kreek, Arch. Intern. Med. , 118:304,1966




Diagrammatic Summary of Functional
State of Typical N Ma i
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Stablilization of Patient in State of Normal
Function by Methadone Blockade Treatment
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Dole, Nyswander, and Kreek, Arch. Intern. Med. , 118:304,1966




Blockade of Heroin Euphoria with
Methadone Maintenance

Euphoria Index
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Dole, Nyswander, and Kreek, Arch. Intern. Med. , 118:304,1966
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NARCOTIC BLOCKADE—
A MEDICAL TECHNIQUE FOR
STOPPING HEROIN USE BY ADDICTS*

By VINCENT P. DOLE, MARIE E. NYSWANDER axp
MARY JEANE KREEK

NEW YORK, NEW YORK

(From Rockefeller University and Beth Isracl Medical Center,
New York, New York)

DISCUSSION

Dr. Lupwic W. Eicuna (Brooklyn): Dr. Dole, in a large municipal
hospital the medical service meets the addict in two forms: One is the man
who has had an overdose of heroin and who comes in with severe torpor,
apnea or pulmonary edema; and the second is the man with serum hepautis.

With respect to the first problem, I would ask whether the patient who has
been on methadone, then stops taking methadone, and then takes a dose of
heroin—will he sull have his tolerance or will he not? If not, will he now
present in a critical situation, which he would do unless the blockade were
such that he kept his level of tolerance throughout?

My second question refers to the hepatitis patient.  What is the effect of
methadone on the liver?

Finally, methadone 1s an analgesic. How do these patients respond to
their usual pain thresholds?

Dr. Dotke: - First as to the overdose, the mcthndonc patient, when fully
blockaded, is practically immunized against overdose. There is hardly any
dose that he could buy on the street that would be able to suppress respiration.
If one were to stop the medication by gradual reduction of dose, tolerance
would also taper off; over a period of two to four or more weeks he would
reacquire normal susceptibility and, therefore, again be vulnerable to an
overdose. There is, however, no immediate, abrupt danger of overdose even
if methadone is stopped abruptly because his tolerance would continue for a
few days and subside gradually.

As to the problem of analgesia, our patients have normal pain thresholds.
We have had a few cumiﬁl pmblcnn in the course of our study; the patients
seemed to ha y types of doses of pre- and
post- opcmtwe med

We have no lt: a \Irgl.;:l(,:d study of the effects of methadone on the
liver in hepa Liver function tests done as a routine on admission and
repeated during the course of treatment have shown no change suggesting

that methadone has any adverse effect on the liver.

Dole, Nyswander, and
Kreek: Narcotic
Blockade: a medical
technique for stopping
heroin use by addicts.
Trans. Assoc. Am.
Phys ., 79:122-136,1966
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DISCUSSION

Dr. Isaac Starr (Philadelphia):

The difhiculty, of course, is what is going to happen next, lor 1 lear we have
2 bear by the tail. Are you planning to withdraw them from methadone,
Dr. Dole, in the hopes that they will not go back to heroin; or are you planning
to continue with the methadone for a long period of time?

Dr. Dore: Dr. Starr, I would like to ask you, for instance, how you con-
cern yourself with withdrawing your diabetics from insulin. We see a very
big difference between the life of the person stabilized with methadone and
the addict shown on the first slide, where he has a very small amount of his
time in the usefully alert, normal, functional state that that addict calls
"su;igh(_" Our n:\);:w tive 1S to make oult ;‘.lH"::!'. as f‘.l::« .':“‘1.«“‘,’ !".U(f:l.lz as
we can. We think that this goal is very different from addiction on the street.

In providing medication, we are guided by the same considerations that you
and the rest of us have when we use substitute therapy for an endocrine
disorder; we don’t shrink from the fact that it may in some conditions be

necessary to give medicine chronically.

Dole, Nyswander, and
Kreek: Narcotic
Blockade: a medical
technique for stopping
heroin use by addicts.
Trans. Assoc. Am.
Phys ., 79:122-136,1966
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DISCUSSION

Dg. EuceNE A. Steap, Jr. (Durham, N. C.): Dr. Dole, what 1s the cost
per day?

Dr. DoLe: About 15 cents for the medicine; about $3.50 for the total
package of outpatient medical services.

Dr. Francis C. Woop (Philadelphia): In other words, this is well
within the addict’s financial capacity, which is not true of heroin? Dole, Nyswander, and

Dr. DoLe: Well, sir, New York City today spends something like Bl kKrge_k' NarC_Ot'C
$25,000 per year to maintain an addict on the street, when you take mnto O_C ade. amed_|ca|
account the costs of his theft, hospitalization, jail, social deterioration, teChn_'que for stopp_mg
abandonment of family, and welfare. 1 think, financially, there 1s no arguing heroin use by addicts.
the bargain we have here. Trans. Assoc. Am. Phys .,

79:122-136,1966




Translational Research 1 Early 1965
Treatment research moved to the inpatient unit of
Manhattan General Hospital T A proprietary fee -for-service
hospital with an opiate detoxification unit (later to become
the Bernstein Institute of Beth Israel Hospital)

A Medical Treatment for
Dracetylmorphine (Heroin) Addiction

A Clinical Trial. With Methadone Hydrochloride

Vincent P. Dole, MD, and Marie Nyswander, MD

JAMA, Aug 23, 1965 e Vol 193, No 8

Dole & Nyswander, JAMA, 1965



One Year Follow -up of Original Rockefeller Hospital Research
Patients (1964) and Newly Admitted patients at Manhattan
General Hospital (Spring, 1965)

Maintenance Therapy of Ex-Addicts With Methadone Hydrochloride, Summary of First
15 Months (February 1964 to May 1965)

e

Age,t
Years
gthole -

Status Before Admission to Program
A

Status Since Admission
e—

F

Previous
Treatments$

S M

P

Ar-
rests

Education

Best Job§

Y

Military Time on
Service|| Program,
Years Months

Hs..

Present Activity

Grotﬂ’; FD
“E 16 22

3 3

6

8th grade

Truck driver

15

Cert

Preparing for col-
lege (Sept 1965)

18 31

3 2

8

1 year
high school

0Odd jobs (few
months each)

15

Cert

Horticulture school

33

2 years
high school

Office clerk

10

Cert

Employed (rehabili-
tation work)

30

Graduated
high school

Store manager

10

Employed (usher
cashier in
theater)

-

2 years
high school

Shipping clerk

11

Employed (parking
lot foreman)

12

1

2 years

high school

Musician

Employed intermit-
ntl ici

coHe;e
raduate adio operator in

military service

Employed (
work) -

2

9

2 years
high school

Clothes presser

Seeking employ-
ment

1

3

2 years
high school

Truck driver

Seeking employ-
ment

2 years
high school

Head usher

Working as waiter

3 years
high school

Stock clerk

1 year
college

Mason

Seeking employ-
ment

1 year
high school

Paint sprayer

Employed

2 years
high school

Supervisor of ship-
ping department

Employed

3 years
high school

Shipping clerk

Seeking employ-
ment

8th grade

Installing window
screens

Employed

2 years
high school

Office clerk

Welfare (seeking
employment)

2 years
high school

Office clerk

Employed x’hosgmal
record room

Graduated
high -school

None

Vocational school
(barber)

3 years
high school

Stock boy

Employed (hospital
laundry)

2 years
high school

Construction laborer

Seeking employ-
ment

8th grade

Shipping clerk

Leather goods com-
pany interpreter

Dole & Nyswander, JAMA, 1965
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