


%%/ ..a\v/lz/7//////////’/,/£

the “spasm reactor” in your practice






www.manaraa

o AJLb



o



W '

i

1 th
v

\ -
"l Lo
i 1, =
i

55 2

L2 = . b
i i






LASTING BIOLOGICAL EFFECTS OF EARLY INFLUENCES

depressing agent passed through
Millipore discs of 0.45u and 0.22u
porosity but was held back at 0.10u
porosity.

On several occasions, but not
consistently, bacteria-free filtrates
capable of depressing the weight
curve of SPF mice produced altera-
tions in the appearance of tissue
cultures of baby hamster kidney
cells (BHK-21) and mouse embryo
cells. When tissue cultures so in-
fected were introduced into new-
born SPF mice, the weight of these
animals was depressed early and
lastingly (Fig. 1 and 2).

Only very young SPF mice (pre-
ferably less than three days old)
proved susceptible to the weight-
depressing effect of the filtrates of
intestine homogenates or of in-
fected tissue cultures prepared
therefrom. After oral contamina-
tion, it took approximately one
week before the intestinal homog-
enate obtained from contaminated
animals exhibited a high level of
weight-depressing activity.

The growth-depressing effect
could be transmitted from one gen-
eration to the next by mating SPF
mice that had been contaminated
shortly after birth and were conse-
quently smaller than control SPF
animals (Fig. 3).

A lasting effect on growth can
be produced also in the absence of
contamination by feeding the
mouse dam a restricted or deficient
diet, either during gestation or,
after the birth of her young, during
the lactation period.

Lasting depression of growth
has been achieved, for example, by
lowering the content of the dam’s
diet in magnesium, or in lysine
and threonine. The growth-depres-
sing effect so achieved persisted
throughout the whole life span of
the young, even though the latter
were given, at weaning time and
constantly thereafter, unlimited
amounts of an optimum diet.
These findings are relevant to hu-
man situations, since the diets of
most underprivileged people con-
sist chiefly of plant products,
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Fig. 2—Weight curves of SPF mice contaminated two days after birth with
mouse embryo infected cells.

Each point represents the average weight for each box of animals; each curve
corresponds to approximately 15-20 males.
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Fig. 3—Weight curves of SPF mice born from uncontaminated and contami-
nated parents.

Each point represents the average weight for each box of animals; each curve
corresponds to approximately 20 animals.
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LASTING BIOLOGICAL EFFECTS OF EARLY INFLUENCES

of various hormones (growth
hormone, for example) at critical
periods of development.

Other preliminary studies have
revealed that the numbers of cer-
tain types of cells are determined
early in life and are conditioned
by various influences. For example,
mice and rats nursed by mothers
fed a restricted or deficient diet ap-
pear to have unusually small num-
bers of lipogenic cells. This may
explain why they do not become
obese in old age, as is the tendency
among animals produced and
nursed by dams fed a rich diet, and
also why they seem to have a long
life span.

Early influences also affect the
development of neural systems and
of behavioral patterns, as can be
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Fig. 5—SPF mice were fed pellets
and mated. Approximately one week
before delivery of the young, half of
the pregnant animals were changed to
wheat gluten diet and maintained on
this diet until their young were
weaned at three weeks of age. All the
animals were then fed pellets for the
rest of their lives.

The two graphs in this figure in-
clude males and females of the two
progenies (two cages of 16 animals
each per group). Males and females
were separated after the fifth week
of life, but the weights of all the ani-
mals from each cage were pooled and
averaged until the 14th week of life.
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readily demonstrated in many
species of animals. The classical
“imprinting” of birds is almost a
caricature of this phenomenon;
most techniques of animal training
make practical use of the possibility
to control behavioral organization
during early life. The molding of
the neural apparatus and asso-
ciated conditioning of behavior are
of particular importance in man,
because the nervous system of the
human brain is incompletely de-
veloped at birth. Mentally, the child
develops as he responds to environ-
mental stimuli.

In man, as in animals, there are
critical periods of mental as well
as physical development, but the
timing and duration of these criti-
cal periods have not been defined.
It is certain, in any case, that the
manifestations of mental develop-
ment are conditioned by the meta-
bolic factors that govern anatomic
and physiologic growth and by the
nature of the stimuli to which the
child is exposed. The social en-
vironment during early life, there-
fore, affects profoundly, and in
most cases irreversibly, the fate of
the person.

46 - Pellets
B %% Wheat gluten diet
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Fig. 6—This experiment is the same as that illustrated in the text—Figure 5;
from the 14th week of life, the males were transferred to individual cages; the

females were discarded.

The loss of weight in the 15th week was caused by the fact that the animals
had been transferred to individual cages on wire grids. The fluctuations of the
two curves thereafter express the effects of unidentified environmental factors.

The graphs indicate the range of weight variation for each of the two diet

groups.

Deaths began to occur in the pellet groups after two years, the heaviest ani-
mals dying first. None of the animals survived beyond two years and seven

months.
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Jack D. Burke (4 Brief History of the Taxonomy of Mammals), professor of anatomy and former chairman of cell
biology at the Medical College of Virginia, earned his B.A. at the University of Tennessee, his M.S. at West Virginia
University, and his Ph.D. at the University of Florida. Prior to joining the MCV faculty he taught at the University of
Florida, Longwood College, and the University of Richmond. Dr. Burke recently served as advisor to the Summer Bio-
logical Institute at the University of Rajasthan, India, for a college teachers’ course in cell biology.

René Dubos (Lasting Biological Effects of Early Influences), author, lecturer, and scientific investigator, was born in
Saint Brice, France, and educated in Paris before coming to the U. S. in 1924. After receiving a Ph.D. from Rutgers
University, he joined the faculty of the Rockefeller University, where he has remained except for a two-year period as
professor of comparative pathology and of tropical medicine at Harvard Medical School. Since 1946 he has been an editor
of the “Journal of Experimental Medicine.” A member of the National Academy of Sciences and recipient of numerous
honorary degrees and awards, Dr. Dubos is concerned with the effects of environmental forces on human life.

Abdullah V. Fatteh (4 Histochemical Study of Skin Wounds), a native of India, received his medical degree from Grant
Medical College, Bombay. He was a lecturer in forensic medicine at Queen’s University, Belfast, Ireland, for four years,
receiving his Ph.D. from that school. He holds postgraduate diplomas in legal medicine and a degree in law. A mem-
ber of the accident pathology staff at the Armed Forces Institute of Pathology in Washington, D.C., Dr. Fatteh was
previously a fellow in legal medicine at the Medical College of Virginia. His current research interest is electron-micro-
scopic study of wounds.

Edith Iglauer (The Ambient Air), born in Cleveland, Ohio, graduated from Wellesley College and the Columbia University
School of Journalism. She has written not only for “The New Yorker,” but also for “The Cleveland News,”” “The Christ-
ian Science Monitor,” “Harper’s,” and ‘“Maclean’s Magazine.” The Ambient Air is Miss Iglauer’s second piece on air
pollution. Her first was concerned with air pollution in New York City. Its publication in 1964 was instrumental in the
drafting of an air pollution bill signed into law in 1967. Her only published book, “The New People,” concerns the chang-
ing North and the Eskimo’s attempts to adjust to modern civilization,
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Thomas D. Jordan (4bortion: Legal Aspects), administrative assistant for the office of the Chief Medical Examiner,
Commonwealth of Virginia, is associate professor of legal medicine and assistant professor of hospital law and hospital
administration at the Medical College of Virginia. He received his B.A. from the University of Richmond and his LL.G.
from Smithdeal-Massey College of Law, Richmond. He has co-edited a work on personal injury problems and con-
tributed to a number of legal textbooks and articles.

Henry D. Lederer (4 Psychiatrist Listens to Dental Complaints), chairman of the department of psychiatry at the Medical
College of Virginia, received his premedical education at the University of Chicago and his M.D. degree from Rush
Medical College of that school. After completing his internship at the Cincinnati General Hospital and his residency at
the University of Cincinnati School of Medicine, he served in the U.S. Army as a psychiatrist and neurologist. Before
coming to MCV, he was professor of psychiatry at Georgetown University School of Medicine. One of his main interests
is psychosomatic medicine and psychotherapy of ambulatory patients.

Geoffrey T. Mann (4bortion: Medical and Moral Aspects), a native of Canada, is Chief Medical Examiner for the Com-
monwealth of Virginia. He is also professor of forensic pathology and chairman of the department of legal medicine
at the Medical College of Virginia. He received his B.A. and LL.B. degrees from the University of Saskatchewan and
his M.D. degree from the University of Manitoba. Dr. Mann is a lecturer in legal medicine at the University of Virginia
and a consultant for the Federal Aviation Agency and the Armed Forces Institute of Pathology. He is a fellow of the
American Academy of Forensic Sciences and the Royal College of Pathologists (England) and the author of a textbook
of legal medicine.
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. ﬁnally dec:ded
to clean the attic. |
Almost had the iob done, too... "

..Yeah until he tried to lift me.
It sure put his back out of whack.
_ His doctor’s got areal job to do
~ —trying to ease both
the pain and the strain.”




when stress results in
muscle strain and pain

When the normally sedentary person suddenly turns
active—cleaning the attic, for instance—the outcome
is sometimes a strain or sprain in the back, neck or
shoulders.

Fortunately, however, most patients with muscle
spasm and pain are highly responsive to therapy
with Robaxisal. This rationally based formula pro-
vides the well-known relaxant benefits of metho-
carbamol for strained, tense skeletal muscle plus the
dependable analgesic and anti-inflammatory effects
of aspirin. Investigators have found methocarbamol
a well-tolerated agent with “specificity of action.””*
And methocarbamol potentiates the salicylate levels
of aspirin so that, in combination, higher salicylate
levels are produced than with equivalent doses of
aspirin alone.? When the Robaxisal combination*
was administered to a group of 22 patients with
painful musculoskeletal disorders, 20 (91 per cent)
showed an excellent or good response.?

With Robaxisal you can conveniently fulfill the most
important objectives in treatment of muscle spasm:
relaxation of skeletal muscle, relief of pain, restora-
tion of mobility and normal muscle tone. And when
mild anxiety is a factor in the spasm-pain syndrome,
consider Robaxisal®-PH.

*In this investigation, 400 mg. methocarbamol was combined with 300 mg. aspirin.
References: 1. Weiss, M., and Weiss, S.: J. Am. Osteopath., A. 62:142, 1962. 2. Truitt,
E.B., Jr.; Morgan, A.M., and Nachman, H.M.: South. M.]. 54:318, 1961.

Robaxisal brings relief

Robaxisal®
Each pink and white laminated tablet contains:

Robaxisal®-PH
Each green and white laminated tablet contains:

Robaxin (methocarbamol, Robins) ...c.vvvunee 400 mg.
Phenacetin g . o s oo e s o o 97 mg.
Y I I B O 0 0ok 010 0 ORI0 D B0 Ol DO D0 00 0000 0 81 mg.
Phiencbanbitall(1/ 8EGI )hs it trets o o s s tolo sialsahelefe 8.1 mg.

(Warning: May be habit forming)

Hyoseyaminessulfatel. s sl s stsres setdions 0.016 mg.

A.H. ROBINS COMPANY, INC.
RICHMOND, VIRGINIA 23220

/I'H-ROBI N

Robaxin (methocarbamol, Robins) ............ 400 mg.
U.S. Pat. No. 2770649
ASPITIU(SEE O 8 sy e s s e SRS 325 mg.

Robaxisal and Robaxisal-PH are indicated when both analgesic and
skeletal muscle relaxant effects are required, as in strains and: sprains,
painful disorders of the back, “whiplash” injury, myositis, pain and
spasm associated with arthritis, torticollis, and headache associated
with muscular tension.

Contraindications: Hypersensitivity to any one of the components.

Side Effects: Lightheadedness, slight drowsiness, dizziness, and nausea
may occur rarely in patients with unusual sensitivity to drugs, but
usually disappear on reduction of dosage.



W henever anxiety induces or intensifies clinical symptoms

Libriume
(hlordazepoxide HCI)

Quickly relieves anxiéty~Helps improve response in
psychophysiologic disorders~Seldom impairs
mental acuity or physical coordination,on proper dosage-
Has wide margin of safety

Before prescribing, please consult complete
product information, a summary of which
follows:

Indications: Indicated when anxiety, tension
and apprehension are significant components
of the clinical profile.

Contraindications: Patients with known
hypersensitivity to the drug.

Warnings: Caution patients about possible
combined effects with alcohol and other CNS
depressants. As with all CNS-acting drugs,
caution patients against hazardous occupations
requiring complete mental alertness (e.g.,
operating machinery, driving).Though physi-
cal and psychological dependence have rarely
been reported on recommended doses, use cau-
tion in administering to addiction-prone indi-
viduals or those who might increase dosage;
withdrawal symptoms (including convulsions),
following discontinuation of the drug and
similar to those seen with barbiturates, have
been reported. Use of any drug in pregnancy,
lactation, or in women of childbearing age
requires that its potential benefits be weighed
against its possible hazards.

Precautions: In the elderly and debilitated,
and in children over six, limit to smallest effec-
tive dosage (initially 10 mg or less per day) to
preclude ataxia or oversedation, increasing

gradually as needed and tolerated. Not recom-
mended in children under six. Though gener-
ally not recommended, if combination therapy
with other psychotropics seems indicated,
carefully consider individual pharmacologic
effects, particularly in use of potentiating
drugs such as MAO inhibitors and phenothia-
zines. Observe usual precautions in presence of
impaired renal or hepatic function. Paradoxi-
cal reactions (e.g., excitement, stimulation and
acute rage) have been reported in psychiatric
patients and hyperactive aggressive children.
Employ usual precautions in treatment of anxi-
ety states with evidence of impending depres-
sion; suicidal tendencies may be present and
protective measures necessary. Variable effects
on blood coagulation have been reported very
rarely in patients receiving the drug and oral
anticoagulants; causal relationship has not
been established clinically.

Adverse Reactions: Drowsiness, ataxia and
confusion may occur, especially in the elderly

®
BRI Roche o

Division of Hoffmann - La Roche Inc.
Nutley, New Jersey 07110

and debilitated. These are reversible in most
instances by proper dosage adjustment, but are
also occasionally observed at the lower dosage
ranges. In a few instances syncope has been
reported. Also encountered are isolated in-
stances of skin eruptions, edema, minor men-
strual irregularities, nausea and constipation,
extrapyramidal symptoms, increased and dé-
creased libido—all infrequent and generally
controlled with dosage reduction; changes in
EEG patterns (low-voltage fast activity) may
appear during and after treatment; blood dys-
crasias (including agranulocytosis), jaundice
and hepatic dysfunction have been reported
occasionally, making periodic blood counts
and liver function tests advisable during pro-
tracted therapy.

Usual Daily Dosage: Individualize for maxi-
mum beneficial effects. Oral—Adults: Mild
and moderate anxiety and tension, 5 or 10 mg
t.i.d. or q.i.d.; severe states, 20 or 25 mg t.i.d.
or q.i.d. Geriatric patients: 5 mgb.id. to
q.i.d. (See Precautions.)

Supplied: Librium® (chlordiazepoxide HCI)
Capsules, 5 mg, 10 mg and 25 mg—Dbottles of
50. Libritabs™™- (chlordiazepoxide) Tablets,
5 mg, 10 mg and 25 mg~—bottles of 100. With
respect to clinical activity, capsules and tablets
are indistinguishable.

Also available: Libritabs (chlordiazepoxide) 5-mg, 10-mg, 25-mg tablets
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