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Original Articles.
U.S. T. IN MALE GONORRHOEA.

. . t)
(A Preliminary repor &y
BY B. N. GHOSH, D S8c, (LOND.) P.R.S. (CAL.) AN;;;X. gt;lIC)u”a:
L tur.er on Clinical Surgery, A. A. Col'lege cfnd HtOSP(;'Sc,uss o tall
e\CN will endeavour in the following 1m§s ‘c()i 1‘T’ ST a
° Iphazide — S.T.),

1 ained so far on urea su ] o
the exDen.encztsiuied sulphanilamide compound, in 1‘5he ’creaa.t}1:1<ar1ica‘1
recentfw;n:); the oral route. For the sake of clarity the chem

r . -
gonorosition of the compound is reproduced belogo N
o Nl COCHS’NH'CGH‘_S?SN;—L Acétamiﬁo——4-—5ulph
i it may be said as Pheny e‘— —_— :
Ck_lgmlrcezuyllt rins ysparingly soluble in alcohql and acidulated
oo 'Osudec.omposed by boiling with caustic alkalies. +otod 0
waten | following it will be seen that 17 cases were su .] e o
> 1;herse Although most of these cases were 'not Wltt a.c::ed
U.Sx;rillf.e:toa‘fﬁion.s majority of them give history of having contrac
ma [
the infectlo;{rle\gen;;ygeam Duration 3 weeks. Slight 'purulent
Case Li— i "t;arge from the urethra, pain and burmflg sen-
dlstc‘on US.T. 2 tab. T. D. S. for 4 days. Dlscharg.e
i;iix ;nd mucoid at the end of the 4th day. Pain
d irritation disappeared after 8 tablets 01: 3 days.
aﬁn orted reappearance of the purulent discharge
afigr 8 days. Did not submit to any wore U. 8. T.
t. 0 »

. Lzrhe,lat;)e?ears. Duration 6 months. Thin purulent dis-

Case 23— ‘ha:rge. Occasional burning sensation. U.S.T. 2 Tab.
'(;‘ D.S. for 5 days. Mucoid discharge from‘ the 4th day.
R'ep'or.ted reappearance of the purulent discharge from
the 11th day. Did not take further course.
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CASE 3:- H.M. 25 years, duration—1 month. Thin purulent dis-
charge, slight barning sensation. Vague pain over the
left knee-joint. U.ST.2 Tab.. T.D'S for 6 days. Slight
discharge persisted at tho end of the course. Pain over
knee disappeared. Advised a course of spocific vaceine,
but refused.

CASE 4:—H.M. 35 years. Duration —15 days. Yollowish discharge,
pain and burning sonsation U.S.T. 2 tablets T D.S. for
7 days. Pain and burning sensation abated from the
4th day. Slight dischargo at tho ond of tho course.
Smear examination revealed a fow gonococei

CASE 5:—H.M 42 years. Duration 22 days. Thin purulent dis-
charge. Pain and burning sensation. I’ain over the
left knee and elbow joints. U.S T. 2 tab. T-D.S. for 7 days.
Pain and burning sengation abatod from the 4th day. No
discharge at the end of treatment. In this case specific
vaccine in small doses was given daily for 6 days after
the course. Discharged cured. Did not report further.

CASE 6:—H.M 34 years. Duration 18 days. Purulent discharge.
Burning sensation and pain during micturition. U.S.T.
2 tab. T.D.S. for 5 days. Thin discharge present. Pain
and irritation ..nil. This patient did not complete the
course and left treatment all on a sudden

CASE 7:—H M. 21 years. Duration 9 days. Usual manifestations
of Urethritis. U.S.T. 3 tab. T.DS. for 7 days. Pain
and irritation disappeared from the S5th day. No dis-
charge at the end of the course with a negative smear.

CASE 8: H. M. 28 years. Duration 11 days. Thick discharge.
Pain, burning sensation. A feeling of general depres-
sion. US.T 3tab. T.D.S. for 7 davs. Janet irriga-
tion with pot. Permang. (1 in 5000) for the first 3 days.
Discharge thinned out from the 4th day. No discharge
at the end of the course. Negative smear.

CASE 9:—H. M. 24 years. Duration 12 days. Abundant thick
discharge. Extreme pain and irritation. Chordes. A
feeling of general depression. U S.T. 3 tab. T N.S. for
7 days. Janet irrigation with pot. permang. (1 in 10,000)
twice daily during the first 4 days. Mist. pot. brom. for
the first 3 days. Pain and irritation less from the 4th
day. No painful erection after 3rd day. No disclhiarge ab
the end of the course. No gonococei detected in smear.

CASE 10 :—M. M. 18 years. Duration 7 days. Thick discharge and
usual symptoms. U. S. T. 3 tab. T.D.S. for 7 days.
Concurrent Janet irrigation with pot. permanganate
(1in 10,000) once a day for the first5 days. No dis-
charge and symptoius at the end of the course.
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CASE 11 :-—-I'}.h 1\71 aged 23 years. Duration 12 d.ays. .Abunda:nt
thick discharge. Scalding pain on passqlg urine. Lips
of the meatus swollen, constitutional disturbances e.g.
fever, constipation etc., present. U S.T. 3 tablets T.D.s.
for 7 days. Janet irrigation with pot. permanganate
(1 in 10,000) with small doses of vaccine for 4 days after
US.T. course. No discharge and no symptoms at the

end of treatment. o .
: ed 22 years. Duration—1 ays. in puru-
Onse 12 .—}{énl\:.d?sgcharge znd usual manifestations. U.S.T. 3 tab
T.D.S. for 7 days. No symptoms and smear free from
gonococcei at the end of the course. Abundant thick
f— .26 years. Duration—2 weeks. undan ic
Case 13: N{i‘islzlharge_)ermd usual pain and irritation. US.T. 3ta.b
T D.S. for 7days. Discharge thinned 9ut but acute pain
along the whole of the cavernous portion of tbe urethra
persisted. Specific vaccine in sm.all doses given every
alternate day for 3 doses after which the pain subsided.
From 7th day after the end of the first course, a se.cond
U.S.T. course 3 tablets T. D. 8. for 7 days was given.
ar negative. .
3 14-—Hsfml\z. age§ 32 years. Duration 14 months Thin w%ﬁtxsh
sk 18 discharge. Occasional burning sensation. Stricture
present. U.S.T. 3 tab. T.DS. for ?days fo}lowe'd aftfar
a week by a second course. Specific vac.cme given 'm
the interval between the two courzes. Discharge still
persisted, with positive smears. 5 e
. d 22 years. Duration— ays. ick dis-
Cass 15:- Hc:hlrr'g:i(:ith usuz.l manifestations. U.S.T. 3 tab T.D.S.
for 7 days. Janet irrigation with pot. permang.once
a day for the first 5 days. No symptoms. Smear nega-
tive at the end of the course.
CASE 16:—H. M. 24 years. Duration 9 da,ys‘. Abunda.nt thick. di-s-
charge and usual pain and burning sensation. Pain in
the left knee-joint. U.S.T. 3 tab. T.D.S. for the first 2
days. 3 tab.on the 3rd day total 21 tab. Pause for 4
days. 2 tab. B.D. on the 8th day, from the 9th to the
15th day 2 tab. T.D.S. Total 67 tablets. Sma_ll doses of
specific vaccine 4 days during the interval period. Smear
negative at the end of the course. Batora s
17 :— . aged 24 years. History of 12 days. Before being
Case 1T l\ii;tlzlnd:gl by 3ne of us (Dey) this patient had a short
course of treatment by one of his friends, who while
irrigating the urethra broke his glass syringe and
caused one wound on the meatus which was found to be
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covered with thick slough. This patient had paraphy-
mosis and the usual manifestations of urethritis. U.S.T.
was given 3 tab T. D. 8. for 7 days. Smear examination
revealed no gonococei but only a few pus cells. The
cause for the presence of the wound on the meatus was
still slightly present.

DISCUSSION ON DOSAGE

At the commencement of trials the dose administered was 2
tablets (gr. 7% each) T.D.S. for four, then five, and then six rising to
seven days. Finally a standard dosage of 3 tables T.D.S. for 7 days
(63 tab.) was reached. An explanation is perhaps necessary for this
variation in dosage and length of treatment. Since it was not possi.
ble at the beginning to estimate the exact effective dose and toxicity
of the product, it was thought worth while to keep the total
dosageas low as possible in order that the toxic manifestations, if
any, would be less severe This insufficient administration perhaps
accounts for the re-appearance of the gymptoms in two cases (1 and 2)
and might have paved the way as well to be resistant to any subse-
quent sulphanilamide course. But on the other hand it has certainly
brought to light that the intensive course of treatment as was
advocated later on would not lead to serious toxic manifestations.

ANALYSIS O THE CASES TREATED

The intention from the very start was to exclude as far as practi-
cable all supplementary treatments, particularly in those cases
where the symptoms were comparatively straight and simple. Irri-
gation with pot. permang. onco or twice a day or a short course of
vaccine were only taken recourse to whenever it seomed essential
that an attack from all possible angles wags inevitable. Thus in case
No. 9 (and some other cases as well) irrigation was deemed necessary
as the discharge was abundant and thick. It will have been seen
that in none of these cases, the vaccine was administered prelimi-
nary to U.S.T. course but was only given in those cases which failed
to respond squarely with one U.S.T. course (except case 16).

Case 13, a strongly built pathan was given a full 7 days course
the discharge was almost nil but an acute pain along the whole of
the cavernous portion of the urethra gstill persisted. A course of
vaccine up to 3 doses was given and at the end of the vaccine course
the pain abated and finally the smear was negative with a second
U.8.T. course. In the 6th case of this series after the patient had
21 tablets maculo—papular rash appeared on the exposed parts, ¢.g-
palms of the hands. The drug was stopped and a vaccine course
was given for 4 days. The rash in the meantime disappeared and
from the 8th day U.S. T. was again started with 2 tablets B. D.S.
on the 1st and 2nd tab. T. D. 8. for 7 subsequent days. In this case
a total of 67 tablets were given. The rash which made its appear-
ance in the beginning of the course disappeared on withholding the
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drug but did not reappear on subsequent administration. ' The expla-
nation to this is perhaps that patient admitted of having exposed
himself too much to sunlight but stopped doing so later on when
warned of such developments.

MODE OF ACTION,

It is difficult to assess the ‘modus operandi’ of U. 8. T. but. it
appears that the drug itself is reduced in' t.he body_r to some ac.twe
substance to render it to acquire gonococeicidal actl.on. 'To achieve
this end (like all other drugs)a certain concentration ‘m the b.lo.od
is absolutely essential which is perhaps reached by a daily adminis-
tration of 4.5 to 5 grm. of the product.

TOXICITY.

For the determination of the toxicity in animals the drug was
used in the form of a 5% suspension in waterusinga s-uita‘ble s.usper')d-
ing agent. It was administered by subcutaneous injections in mice
weighing between 15 to 20 grams. The animals were observed for
one week and deaths occurring within one week were recorded. By
calculation the lethal dose (10) was found tobe 5.5 grm. per kg.
Turning to the other side of the picture, it is well-known that when
a new chemotherapeutic compound is placed for clinical use it is of
utmost importance to observe at the outset whether the drug itse}f
has any toxic effects. A study of the cases will show that ther.e is
little evidence that U. S. T. is toxic at least as far as its immediate
offocts are concerned.

DISCUSSIONS ON FAILURES.
Coming to the question of failures in this series, it seems worth-
while to consider two main factors :—
(1) Whether the drug itself was below par.
or
(2) Whether the circumstances of the patients were such as
to lead to an inevitable failure by such measure.

It is very difficult to draw any conclusion on the first point.
As a matter of fact it will be seen in the following lines that there
are so many common factors which stand in the way of a successful
ond result in the treatment of gonorrhoea whatever course of treat-
ment may be adopted. Taking for granted that the gonococcicidal
action of the drug was not up to the mark, the question may be
asked, why then definite improvements were observed in other cases
where no supplementary treatments were done ? It would therefore
be reasonable to suppose that failures were not entirely due to the
inefficiency of the product.

As regards the second point, i.e, conditions of the patients
which govern success and failures, Harrison suggests two chief
causes of chronicity and relapse : —

(@) Failure to develop an adequate antigonococcal power in
the patients’ system.
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(b) Tmperfect drainage of some focus in which the infection
still smmoulders.

The first point does not come much into consideration as far as
treatment with U. 8 T. is concerned. It has been claimed that the
preparation is effective even before the gonococcal C. F. T. is
positive.

Regarding the sccond, Harrison suggests that he has seen in a
substantial number of cases in which after systemic dilatation, irri-
gation with different chemirals, injection of vaceines and other
methods of treatment have failed to show positive results but
cauterisation of an cozing spot in the urethra stopped all signs of
gonorrhoea.

The view is also maintained by others as woll. While on the
subject ef ‘‘ Chemotherapy of Gonorrhewea ™ the B, M. J. editorial
(1938) states.

“ Complications as a rule clear up rapidly but there is a good
deal of evidence that when there is a closed focus—such as littritis
or an infected para-urethral duct-—failure is frequent, and this may
account for any of the relapses.” Harrison (1938) thinks that the
present chemotherapy is likely to fail in any case where the local
drainage is defective. Clark and Branham (1938) raise the question
that peri-urethral infection of gonococcal origin has been less
favourably influenced by sulphanilamides than prostatitis, This
point is interesting in view of the fact that when the action of the
drug is vie the blood why then there should be a variation of action
in two different places? The possible explanation according to the
writers is that the concentration of the drug when it is excreted
in the prostate gland is much higher than which obtains in the
glandular structure of the anterior urethra.

When all possible causes of failure in a case of normal environ-
ment have been eliminated, the following important factor men-
tioned in the B. M. J. editorial (1938) comes into consideration ‘* some
patients seem to conjugate the drug in their tissues less efficiently
than others which may be an explanation of some of the failures,”

A study of the above will undoubtedly indicate that failures in
chemotherapy of gonorrheea are not always due to the drug itself
as the case may have any of the above reasons to explain their
non-response.

ON RELAPSES.

On a perusal of the cases it will be seen that two cases only
reported themselves for reappearance of symptoms after definite
improvements had set in. In these two, the cause of reappearance,
as already mentioned, may be that either the dosage was too small
to be effective or they were the " early relapse ™ cases described by
Cokkins and McElligot (1939). But the condition goes much more
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in favour of the in

of the original manifestations.
# CONCLUSION.

Ripley Oddie (1538) asserts that it is as yet im'possible to a.ss:ss
the end results of chemotherapy of gonorrheea with any certalnbyt;
1t would therefore be unwise to expect a large n'umber of cures bu
on a critical study of the above it seems that in male gonorrheea:
U. 8. T. offers the possibility of good cure percentagﬁas‘ and a low
toxicity. Time will of course be needed for tl‘fe full ol{nlcal evaji‘ua-
tion of the product. It would also be of con51d.erable interest if an
investigation on the treatment of female cases 18 made.
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TREATMENT OF INTRACRANIAL HAMORRHAGE OF THE
NEWBORN
By J. D. Rovy, M. B.
Gopalpur.

Intracranial hoemorrhage of the newborn is a difficult problem
which confronts the obstetric practitioner. The condition, not un-
often, threatens the life or usefulness of the infant and constitutos
a tragedy to its parents. Besides direct pressure on the child’s
head, other important etiological factors are the circulatory distur—
bances resulting from decreased pressure associated with ‘cupping °.
The passive congestion in the longitudinal sinus always constitute
a danger point. Thoere is also the problem of asphyxial stasis and
the friability of the blood vessels at birth. Then therois the danger
of anoxemia. The site of the lesion, the amount of hmmorrhages
and the pathological changes are important factors. Meningeal ho-
morrhages often produce little or no permanent change, while
hamorrhages into the substance of the brain are likely to cause
death, or if the child survives, grave motor disturbances with or
without recurrent convulsive seizures. Petichial hamorrhages may
cause permanent damage through degenerative changes which
generally follow. Hwemorrhage into the ventricles is generally
massive and practically always fatal.

The manifestations of cerebral hemorrhage may be immediate or
they may be delayed for several days or even weeks. The symptoms
may be mild or severe. All symptoms are due to pressure and irri-
tation. In the milder group of cases the symptoms are predominent-
ly those of cerebral irritation rather than of greatly increased
intracranial pressure. The symptoms of pressure are: genera-
lized or Jocalized convulsions alternating with stupor, cyanosis,
bulging fontanel, cerebral cry etc. The symptoms of irritation are :
refusal to nurse, restlessness, and occasionally faint twitching of the
facial muscles and sometimesirregularity in the respiratory rhythm.
The obstetric practitioner should always be on the look out for a
potential case of intracranial hsemorrhage. For, early diagnosis and
treatment of intracranial heemorrhage would save many lives and
even many more crippling defects. It has been established that
small extravasations of blood into the subarachnoid spaces may be
absorbed without clot and therefore without cerebral damage.

TREATMENT.

As preventive, routine and diligent prenatal and antepartum
care and careful intrapartum management are recommended. This
will to a great extent reduce the incidence of intracranial hsmorr-
hage of the newborn. The curative treatment consists of (1) control
of h@morrhage, (2) control of convulsions and (3) maintenance of
nutrition,
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1. Control of Haemorrhage: Intramuscular injection of whole
(human) blood, 10 to 20 c.c., into the buttocks is the accepted frc?at-
ment for this condition. Some obstetricians use whaole blood injec-
tion as a routine procedure for infants born in difficult lab.our. Sa'n-
ford questions the usefulness of this procedure, as according to him ,
“far from aiding coagulation, injection of blood actually prolongs
clotting time in these cases”. Physical rest is essential in all ha-
morrhages, including cerebral. The infant should be disturbed as
little as possible. The respiration is practically always found to be
irregular, and cyanosis and periods of apnea are present. The ad-
ministration of carbon dioxide and oxygen by means of nasal cat}.le-
ter relieves respiratory embarrassment and secures rest for the. in-
fant. Riesenfeld recommends that the infant should be kept 1.n a
« vertical position  for eight to ten days. Thisis done * by placing
the pillows along the sides of the baby, snugly filling the space bet-
ween the infant and the sides of the erib” (lahr).

9. Control of Comvulsions: Convulsions are due to increased
intracranial pressure as a result of heemorrhage. If the pre?ssure }?e
high, relief will be obtained from withdrawal of cer.ebrc?-spmal fluid
by cisternal, or lumbar puncture. Intravenous injection of 25 p(?t
cent. glucose solution is of value in reducing the pressure. This
may be used alone or in conjunction with cisternal or lumbar punc-
ture. A 15 per cent solution of magnesium sulphate, one ounce,
may also be given per rectum with the same object in view (Whitla).
Tor birth injury showing “a bulging fontanel, coma, twitchings, or
cyanotic attacks, as a result of heemorrhage ”, Moncrieff (1934) re-
commends administration of hypertonie rectal saline. A teaspoon-
ful of common salt in two ounces of water is run in rectally with a
fine catheter. The infant's buttocks are held or strapped tightly to-
gether for some time, in order to ensure that the saline is retained,
By this means ‘' the increased intracranial pressure and cerebral
edema are reduced '’. Rest should be obtained by adequate dosage of
gedatives, e g., chloral, luminal or bromides. Chloral, gr. 2, is given
per rectum eovery three of four hours until the child is drowsy.
Opiates are better avoided, because of their deleterious effect on the
respiratory centre. Intramuscular injection of one or two c.c. of
50 per cent magnesium sulphate is often very helpful in “ controlling
the intensity of the seizures’’. Surgical removal of the clot is re-
commended wherever possible.

3. Maintenance of Nutrition: Nursing is an important problem
in this condition. Infants with intracranial hsemorrhage are very
difficult to feed, because they are either too somnolent or too rest-
less. Maintenance of the strength of these little patients is essen-
tial, because many patients at this stage die of insufficient food.
They should be adequately fed with human milk, where available.
The brezast pump may be used and the milk so obtained should be fed

\
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by bottle if the infant is not very w
is too weal: to suckle, or by nasal
bottle or dropper is not possible. Care should be taken, however,
that the infant is not overfed. Where breast milk i3 not available,
evaporated acidified milk can be administered in concentr
—thus “ affording a high caloric intake in relatively smal

eak, or by dropper if the infant
tube if satisfactory feeding by

atel form
1 bulk .

ENDOCRINES IN RELATION TO GROWTH IN CHILDHOOD
ISAAC A. ABT, M.D, SC. D. CHICAGO,

Physical and mental growth depend in large part upon certain
hormonal glands. There are, however, so many factors to be consi-
dered in the process of growth that one should show considerable
conservatism in assigning the whole function to any single factor,

(1) The vital elements of hereditary transmisgion are contained
inthe chromosomes. The rate of lateral or linear growth and the
completed architectural structure of the mature individual are inher

ent in the chromosomes Perhaps also mental aptitudes are trans-
mitted through these agents.

(2) Unfavourable environment conditions may alter normal
growth and development. Among these factors may be mentioned
(¢) reduction of oxygen and nutritional material contained in the
maternal blood supply; (b) toxie products transferred from the
mother to the fetus. or exposure to deleterious conditions after birth:
(c) acute or chronic infections of the fetus or the newborn infant; (d)

oxcess or deficiency of the hormones required for normal growth.

(3) Cerebral activity is thought to influence growth processes.
Inflammatory foci, degenerative processes or neoplasmsin the hypo-
thalamus may cause obesity and transmit impulses through the auto
nomic nervous system to the pituitary gland, causing hormonal
dysfunction and growth disturbances. There is clinical evidence
that disease in the hypothalamus may influence the specific secre-
tions of the pituitary gland. An example of hypothalamic dys-
function is the condition known ag dystrophia adiposogenitalis, or
Frohlich’s syndrome, in which obesity, sexual infantilism, increased
sugar tolerance and mental hebetude may occur. Recent studies
incline to the view that Frohlich’s syndrome is caused by a lesion in
the hypothalamus, rather than by primary dysfunction or disease of
the pituitary gland. Abnormal adiposity occurs in certain hypotha-

lamic disorders which are not associated with any demnonstrable
involvement of the pituitary gland.
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(4) Interrelationships between various endocrine sy_rstems'c:}':na;z\e-
1y exist. For example, it is assumed that there 1s an tl}xll lﬁner
rilz,tion'ship between .pituitary and thyro‘id. However, the
dotails of endocrine interaction are not deﬁm.tely know_n. oes of

° (5) Defective nutrition due to infections 91‘ distur 'and o
metabolism may affect growth adversely. 1f is l;ecoiili?; oohe
it i i the liver, intersti
tal heart disease, dysfunction of 341 o
:iotli]sge:ulberculos;is, syphilis and other acute and chronic infection
may retard growth.
i i i tard growth.
6) A deficiency of vitaming may re : .
(A hormone may be defined as a chemical substanc?edpzodu;()e:hler;
i ditions, being carried to a
organ which under normal con | , o
2:gangby the blood stream, excites in the latter organ some form
ional activity.
func’i‘lk?: effect of hormones on the growth and deve}opm?t of:;l:)g
fotus is an interesting point in our discussion. 'Durlng,i t ef:tory
hen the fetus is growing most rapidly, the 1nterna' sect tory
Wl ds are not yet functioning. In the latter months of 1t1?trau einci
lifo i i te the active pr -
lands begin fo secre :
life some of the endocrine g . v prine”
i bservations suppor

i inimal amounts. Numerous o : .
fﬁ:ﬁg mother is supplying the hormones re9mred .for f?al gro::;c:‘lh
Tt is believed that infants in utero store up 1n1 thelrisga;:sdi:tined

i For example, an
g derived from the mother. or
zlozrl:lsxeclinical evidence of hypothyroidism does ngt usuatl.ly pr:;e;t
o o
i i hen the stored up active p
g at birth. It is only later w
ss{m&tzgle thyroid gland derived from the mother has been exhausted
T i idi appear.
ifestations of hypothyroidism . .

thatSmaI;c{:mones are found in the newborn infant wh1.ch a:re
ebxtedly of maternal origin. [t is supposed tk}at they give r}se
“nd:}‘i so-called * pregnancy reactions.” Ovarial and anter%or
t(?t itae,ry hormones have been found in the urine of newb.orn babies
- :’1 the fourth or fifth day after birth. Pregna.ncy reactions occu.r
"m t:oth gexes. In the female infant these reactlol}s are made max?-
o t by the edematous, spongy and hyperemic vagina and _vulva, 1;

fesd't‘y the labia are swollen and there may be a dl.scharge 1)
;;1 1dmrrlx,mcus. Pregnancy reactions in newborn male infants are
93 ts; be manifested by the discharge of small blood elots from the
v thra. Hematuria has been observed, thought to be due to a hyper-
omi st;te of the prostate gland. Temporary hydrocele and enla,rg.ed
teste re sometimes observed. The mammary glands enlarge in
tes?s z:!es after birth. Von Jaschke believed that 95 per cent..of
bos bse infants secrete milk. It has been thought that the milk
nev;e:ir;ln coagses when the sex hormones are eliminated from the

sec
infaI;: ;a.zosz’c;n assumed also that the hormones which produce the
ctions of pregnancy above cited are derived from the estrin of the
rea

-



1ulating principle, has an
action similar to the gonadotropic principlo of tho antorior pituitary
lobe.

Relation of Vitamins to Hormones. 'Thoro is such a mass of evi-
dence at hand to prove that vitaming are nocessary factors for
growth that one isled to inquire what is tho spocific offoct of each
on growth and what rolationship, if any, oxists between vitamins and
hormones. The following assumptions may bo statoed :

Vitamin B doficiency may causo colloid goiter inrats Suro and
Buchanan fouad that pure crystalline vitamin B given to albino rats
is antithyrogenic. Sure also found that vitamin A deficiency caused
a 40 per cent. weight increase in the pancreas, and th
B, deficiency marked hypertrophy of the thyroid and adrenals, and
hypertrophy of the pituitary, occurred. On tho other hand, avitami-
nosis caused a marked atrophy of the thymus; this ig particularly
true of vitamin B deficiency.

Certain vitamins are propared by synthoetic processes in the bady
and are thus made available for nutritional purposes. Vitamin A is
formed in the liver by the splitting of carotene. In the performance
of this function does the liver become a hormonal gland ? Under tho
influence of ultraviolet rays, vitamin D is formed in the skin.

Attention has been called to the fact that the sa me substance
may act as a vitamin in one species and as a hormone in others.
Vitamin C is ingested with food by man, monkeys, guinea pigs and
rabbits (and is thus a vitamin), but is synthesized in the bodies of
chicks, rats, mice, dogs and various other animals,
production of hormones

Apnimals deprived of vitamin A coase to grow,
whether the vitamin bears an
which regulates growth.

Similarly, infants may be retarded in growth when the admini-
stration of vitamin B is deficient. A sufficient supply of B especi-
ally favors growth. Vitamin C is also said to stimulate growth-
Rickets due to vitamin D deficiency may lead to deformities of the
8pine or lower extremities, eventually causing diminution of stature.

Internal Secretion and Growil, The endocrine glands of infancy
and childhood are of fundamental influence on growth processes,
The glands which have to do with growth and development are the
hypophysis, thyroid, the suprarenal gland, the pineal gland and the

thymus. The parathyroid glands and the pancreas are more indi-
rectly concerned in the growth process,

. The Pituitary Gland (Hypophysis). 1t has been said that the
chief function of the pituitary is not only to produce its own harm-

ones but also to regulate the production of hormones in other endo-
crine glands. The hormones of the anterior lobe of the hypophysis
influence skeletal growth. Acromegaly, gigantism and dwarfism are

at in vitamin

resembling the

It is not known
vy relation to the pituitary hormone
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clinical conditions dependingt u.ponlokc)igs(f)\fi:ﬁ’:(;)r;t&ia:};einp;:g;tizys
r erior
- rfe;::;::?:logfr?:tinand failure to undergo normal meta-
- e Evans and Long proved that the anterior lobe produi:ed
o ting hormones. They obtained a saline or. alkahn'e
gTOWth'PI;OItI;l‘;S agotive principle. This extract, injectefi intraperi-
::xf:z;fyointo young rats caused striking increasg llrtx}t gro;i;t;.
Animals so treated attained twice the. 51zecof thelr. i ertn;ct Of
iant rats can be produced by the injection of the salme;x T )
fillzx;nterior lobe. Injection of this hormone into Eypop ');z?:tzén;
ized animals produced normal growth processes. . 'vatr.]snlof atod &
urified white powder from the saline extract, the injectio ,OF hien
Ic)a,used regular increase of growth in female rats. RecerT 11nv .
gations have suggested that growth is not caused by itsglg Z Jor.
t by the combined action of several substances obtaine "
aon:nt;l;rior lobe. The results of the treatment seem better when
th: anterior lobe extracts are not fractionated too highly.

Acromegaly. Overactivity ot the anterior lol?e may prod.ucg
acromegaly, a condition occurring mostly in adult h(fie,fcharaclter;ze
; f the hands, feet and face. In true
by overgrowth of the bones o e oalle 1o
ly an adenomatous tumor compose i :
?:ﬁ??gatge anterior lobe. The disease is rarely f(?und in oh11;1{ren,
though if it does occur, the stature is enormously 1ncrea.se<;. . hi“-r‘
ever, after the epiphyses have united, further growth in height is
no longer possible. . . .
Gigantism. This condition is due to a pituitary lesxon- sxml.llz:ir to
that which occurs in acromegaly, but gigaptlsm occurs in chi rleln
when the epiphyses are anunited. Such patients become abnormally
tall and the limbs are excessively long. q

Dwarfism. If hypophysectomy is pferformed on a ra’:hor i?lgl;
dwarfism is observed in the young am.mal, thou.gl} in the ;1'
animal a general cachexia ocecurs, producing a cqnd1t10n hreserr; ing

led Simmonds disease. Deficient production of the anterior
o hormone in the human leads to arrest of gro:wth. One
ngOWthf ; iniature individuals is known as the Lorain ty.pe of
et o drrf one of the best examples of hypopituitarism without
dwart and - jes. As arule, the limbs are proportionate to the
oy te:ll iﬁzl a‘re gymmetrical. The bony structure is light and
::ii;?zevelogment ig retarded. This type of dv'valrf is usu_ally of
normal intelligence and the appearance and facial expression are

t unattractive. In some the head is relatively large in proportion
no ‘

the body. ‘s .
N The dZva.rﬁsm which results from hypothyroidism will be men-
ioned later. Aside from the endocrine factors in growth retarda-
tzgzeth:r: ;;,re other causes of dwarfism not related to hormonal
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action. Among these may be menti

oned achondoplasia or chondro-
dystrophy,

and inflammatory or degenerative disease of bones, as
well as the deformities of rickots, osteog
Pott’s disease. These latter conditions result in a reduction in
stature, though maturation is not, as a rule, affocted, Dwarfism
may also occur in coliac disease, menifested by chronic intestinal
indigestion, osteoporosis and delayed growth of bone. There is
retardation of growth in so-called renal rickets, which is a condition
manifested by softening of the bones and rachitic like deformities
associated with chronic renal insufficiency duo to double hydro-
nephrosis, congenital cystic kidneys or chronic intorstitial nephritis.

Treatiment of Growth Disturbances Due to Auterior Lobe Pituitary
Dysfunction. Pituitary dwarfism should bo tr
epiphyses are sealed. 1t is not easy to determine at an early age
whether a baby is simply retarded in growth bocause of nutritional
disturbances, or whether the condition is due to a glandular de-
ficiency. There are a number of anterior pituitary growth hormone
preparations furnished by tho bio-chemical manufacturers, The
oral administration of thege hormones is usually ineffective. They
should be given hypodermically, preferably in doses of 1 to 2 cc,
daily, or on alternate days. There is clinical evidence at hand
indicating that the growth-stimulating preparations are potent in
stimulating growth in experimental animals and ip humans. In
addition to the specific treatment an adequate diet should be sup-
plied, including concentrated vitamins of A and D and vitamin B,
and the vitamin B complex.

The Thyroid Gland. When the thyroid is completely removed
in young rabbits, it is found that growth is retarded, the animals
remain small, they may develop deformities of the front feet and
curvatures of the spine, they become drowsy and disinclined to
move. The heart rate is slow, the blood pressure is low, and the
basal metabolism is decreased. The same results are obtained in
other animals. In the human, thyroid insufficiency leads to dimi-
nished metabolism and retardation of physical and mental growth
and development. Some of the conspicuous changes noted in child-
hood are the peculiar swollen appearance of the skin, which is also
dry and cold and sallow or yellow in color. The nails and teeth are
brittle, perspiration does not occyr readily, the hair is coarse and
short and tends to fall out, the body temperature is usually below
normal, the teeth erupt slowly and decay early, obstinate constipa-
tion is frequent, anemia is usually present, the voice is inclined to
be hoarse and husky. Apathy and low intelligence are observed

and growth is retarded. Few of these patients attain normal
stature.

R. G. Hoskins remarks that a
sufficiency is fairly common, but

enesis imperfecta, and

eated early, before the

moderate degree of thyroid in-
is frequently overlooked. He
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i . ntal alertness and intelligence are
thinks thatbn;otv}vletsk?ec:;l::;ller:Zl. In children in whom t’ieﬁcienci
frequently ) ay pictures of the bones show that t.here is lacﬁc o
is present.t}xl-reyiphyséal junctions, and great delay in the dev;a ?p;
e tho o nlt);ers of ossification. The appearance of the nuclei od
ment of fhe 0: tarsal bones may be delayed until the. tenth year, 'altl;h
the ca?pal o fathe long bones may not unite until the 'tv.ventle.a
the ePlp.hy;eS Or This condition is treated by the admlnlstratxoxz
or th1rtx‘?td Z}?ar;id gland substance. The required do§age c?m. nol
of the dn? y.h individual, though one should start w1th. minima
be ‘stated ortilabsize of which should be slowly and fzal?tlously in-
daily doses’t'l en effect is obtained. It is far from desirable to gl.ve
creased, unﬁli ‘aent to produce the full physiological effect. The s;ze
afd:lidgd?)sss slf(l)uld be diminished, if restlessnesstalmd }Gncl.':::fbd pl’i‘}iz
o1 1ao i may cause thyrotoxi . T
mt:.ocsrihecl}loyn;;:hu;foigv?fxi(i):gjal reyquires constant observation
cretin '
and ?}eat;‘x;zzr::uthrOgrigg;lrta}{:sf:il fed tadpoles Witltlhthyz:ﬁ]ssge‘lzxgi ts;ll);

w : rew faster than tho

stance and folu:)nde::Tmtih\?:getl:;r);?dit. Those that were fed thymus
e o roman od in the tadpole stage for a shorter time than thosz
gland remal?d,et Later he fed rats on thymus substaflce and founf
fod the usne elssi.ve generations showed an increase in the rate o
A bhe'suc:)vement in vitality and longer life spans. Leon AShe;
.growth, lllr)‘tp ined a water-soluble extract from the thymu's glan
mhl‘zishz czllled thymocresine. When this s(tixbstance was injected
o i served.
into rats, accelcz;'f:;l(;naorfdgég:ir:ﬁllll)ev:ga,su(;:d red et pr.epa.r('ad erom

Rownflree,us by Hansen (1930). They found that, if this .\sub-
the calf * o ted into rats, the third generation of these animals
e Was'm::ased rate of growth, which was further accelerated
showed g enerations. The experimental work on the t_hymus
Y succeedmgbgn erformed on small animals, though as is fre-
thus for ;msca.se: reI;ults thus obtained cannot be li.terally transmt'ed
9uent]Yt eacolc;gical reactions in the human belr}g- In a few in-
ugto 2::;I;Imic tumors seem to have caused precocious growth and
stanc
deVBlOPme.n : ! Gland. Rowntree and his associates experimented

. The Dined % of pineal gland prepared by Hansen. .It was shown

N it eﬁmz tance was injected into rats, these amma.ls became
that, i the S: y :h succeeding generation. These e_xp<?r1ments do
more dwarfo ?? the function of pineal gland activities in man.
ot as yob clarly It was formerly thought that a diabetic child on

T Pancceia(si- diet either grew normally or slightly in excess of
 woll-oontre. te Julian D. Boyd and A. H. Kantrow believe that
th: aze:it:)ieorfagi;)wth in children due to diabetes may be prevented
refarda /
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or corrected, if glycosuria ig suit ’

tion of insulin and the diet pro 4 ol led by th;a;& &

The Adrenar G . u perly regulated. ministra-
’ ré@nds.  Hypersecret
produce stimulat; retion of the adren:
tor praiin Itt‘mn o'f the sox glands, or posgip] drenal cortex may
oreti t}f brimarily, and the gex glands y l?ﬂUenco the ante-

particul p . Secondari
hairine;s, incre;rly (;t the corticyl substance, may Dr(;:iy.

$é ol subcutaneoug fat, increasod thj [llcce Brormal

1icknesy of the

upper layers of the skin emao

. M and enlarg y

. b fth " \ Sll; Ilst 'Of t;’li sox glands- I per-
écretion of the adrensy ds to stimulate bodj

produce individualg
of large stat ]

musolos g ure, and with gtron.
cseles 1086 pers.ons are usually very alert S, oy eloved

) 18 male c¢hild may show j i Y e atly proco-
organs, whereas the female m; oo O the sox
growth of hair, ;
fron? tho treatment of Addis
cortical substance of the g l
extracts may algo be adminigt
renal dysfunction, such ag ig

Hyporse-

. g from hypo-
ot articularly in the severe
13, pneumonia, surgical op tray

Hewever, the diag-

noticed p

development.
remedies has b
clinical condji
tracts is sti]]

een proved to he effecti
tions in man, Treatm

Progress in the study of

S praceeding rapidly, and
mportant revelations con-

plication will be discovered

We may confident]

: Y expect th
9ern1ng their isolatio .
In the course of time,

t new ang ;
n and therapeutic ap

(IMinois Medical Jourpa, Feb. 1940)

SEDATIVES.

CHARLES A. RYMER, M. D. DENVER.

In a symposium such as this the question of sedatives stands in
a unique position. This is so because the advertising claims are often
directed to the profession, whereas in the case of cathartics, cosme-
tics, blood tonics, and tobacco the claims are directed to everyone’s
attention. Furthermore, the majority of pharmaceutical houses
make some effort to check the claims for their product by biological
assay whereas this is generally not true of the other products being
considered in this symposium.

However, this biological assay gives the physician a false sense
of security in that he feels the product is ‘ tested * and accordingly
comes to rely upon the manufacturers’ claims. Actually this test is
for certain pharmacological properties and too often bears little or no
relation to clinical use, especially prolonged use. Without entering
into a detailed and specific counter charge of thv claims made by the
manufacturers, which they would promptly contest, it is evident
that many of these claims are not supported by subsequent clinical
facts. It appears that a careful consideration by each physician of
the properties of sedatives and indications for their use might do
much to make him independent of advertising claims.

Sedatives include any drug which has a depressant action upon
the central nervous system. These drugs fall into four large classes
as follows : (1) hypnoties or drugs that induce sleep by acting upon
gsensitive centers in the mid-brain ; these include the barbituric acid
derivatives, chloral hydrate, paraldehyde, sulphonol, and ethyl
alcohol; (2) sensory depressants such as the opium derivatives;

(3) motor depressants, such as the bromides; and (4) aromatic anal-
gesics, such as the salicylic acid derivatives. Thus,we see that
while the term sedatives and bypnotics are often used interchange-
ably, hypnotics are only one group of sedatives.

Certain proprietary sedatives widely and intensively advertised
through newspapers, posters, and radi
the public. Thus, large quantities
tic analgesics are consumed daj
indication for their use. Too of
for the unstable personality. li
between the advertisers’ claims{am
of these proprietary sedatives %8&
at our disposal. Accordingly, L
sion to a oongideration of the hy
the physician. - N

3

a crutch
flormly there is relation
the medical facts.

require far more
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Certain propertiés Vshouldr be insisted upon ir
bropertiog : Insisted upon in a i
hypnotic eff::;.asﬂi;ozlz?wz' W 'The Crug must p::)ﬂizztf.r rf.h?je
o praliminans e 10 .ypnotlc action must be produced we-tlla' e
A Tho excitement. (3) The drug must not i : 'lout
hypnotic action is eddrug oo psorbed rendily, so t}lrr{:t:}te
oo setion i pr(os)u’(lz‘ed at a regular interval after,the a(;a o . °
bty e o the ¢ exgc'.t o he.drug mnust either be broken down r.n”lis‘
ond docsmt ook ote rapl(.lly, 99 that it produces no after lrt’lf f
rag oo Rt produ Zcumulatlve poisoning when taken daily (2) eTcts
dopcoumion o) %;e uce dangerous side reactions, such as‘ ca d‘he
e e e T 1;re must be a sufficient margin of safety betr o
oo dépl‘eSSioo prgduce hypnosis and that which proc;:zzn
P n (8) The drug must not produce tolerance noi
contains all those properiics, such el o o, WIS Mo drug
N : . s 1 claims are made for e:
a:é)notw as it appea'rs on the market. It isonly after yeaifohf n‘?W

error that the disadvantages are fully noted ol trial

N .
o pai:.edlfe;so:voeia:;, l;ipnotlcs should not be prescribed for the relief
S, acetYISch, . ey'may .be combined with the analgesics—
Pod et adg'tl;? acid, amm_opyrine, and acetphenetidin—with
B e 3 o 1 1on,. hy,'pnotlcs are not effective in the d
gical anmsthesia because they are not effective ag 2:1(;1;:-

sics and also because the ; :
cent of the lothal doce, anssthetic dose is as high as 50 to 75 per

Chronic intoxication
1 from prolonged

il;};){lgtw may result in the followinggseym

1tion ; impairment of capaci

- pacity for S 3
dfaslre to. sleep; vertigo; ataxia: antagm‘:lOI:lGentratlon, Increased
s1§ of limbs; parasthesiag : reflex alte t's’ Spooeh defect
with slo.wness of thought ; albuminuriara ause]
Dor.phyrln in urine; and confusion
Per;}(id of time there is a danger tha't t
on d
ot ec drug- Ef'en temporary administration ma :

_side reactions such as headaches, na ! resg]t '\ undesi-
_en?ptxf)n, deprossion of respiratiag . i c’ircullls:'a and 'dlarl‘h(Bﬂ-, skin
lrrltgtlon, cardiac and brain tissue damage afz‘e;-oﬁ; a,llmenta.ry canal

nce taken into the bod o

‘ ¥ the hypnoti imi
liminats ody ovlc must be elin
: H:}:m:)tlgn of any hypnotic is dependent upon its degr;;noaft:id' o
yt' e body, its rate of destruction in the body, and its form of}:?itlo.n
; : mi-
n:nlon. farbﬁ;urates with an allyl radical are relatively stable
compounds, whereas those with a c.ylic radical, such as evipal, are
unstable and easily decomposed with the body. Other hypnotics
such as paraldehyde and ethyl aloohol are rapidly broken down and
thereby produce rapid sedation. While chloral hydrate is not broken
down in the body it is changed into urochlorio acid and e;(;;et::lioas:
such, thus preventing any cumulative effects. 1t is one of the

administration of any
ptoms : gradual loss of

. ; Daraly-
: failure of memory
; muscle cramps; hemato.
If administered over a long

he patient may come to rely

MEDICO-SURGICAL SUGGESTIONS 45

On the other hand, sulponal
eby increasing the cumulative
tponed for several hours.

useful and cheapest of all hypnotics.
is excreted slowly and unchanged, ther
possibilities. Ifs hypnotic effect is pos
The use of hypnotics in insomnia is greatly abused. Sleeplessness
is a widespread complaint 30 persistent and annoying that it creates
a formidable part of every physician’'s practice. Too often the phy-
gician has neither the time, ability, nor interest to solve the problem
of insomnia and falls back upon one of the hypnotics claimed to be
harmless. Perhaps even more often, the patient, having failed to
get relief, takes one of the propriefary remedies recommended by a
friend, relative, radio or newspaper. However, certain conditions
are clear indications for the administration of hypnotics. According
to Grabfield these are:
1. When sleeplessness can be foreseen as a result of an acute
gituation of short duration, such as a tragedy within a family, or the

first night in a strange surrounding, etec.
9. When wakefulness is clearly due to an obvious cause, and

symptomatic relief will aid in the treatment. For example, discom-

fort from physical cause such as dyspnea, freguency, diarrhea,

itching or any symptom which forces itself into the sensorium.

t relief is urgently demanded

3. When the cause is unclear bu

and there is no danger of masking night symptoms.

4, When the sleep mechanism is reversed as in cerebral

arteriosclerosis. The use of a soporific endeavors to change the
mechanism without intensifying it.

In many cases, however, the cause of the insomnia appears to be
on no oclear-cut basis. In such cases the sleeplessness appears to be
due to no underlying overt stimulation. The sufferer has difficulty
in going to sleep; he awakens early and cannot sleep again; or he
has periods of wakefulness in the middle of the night. According to
Grabfield, the insomnia may be due to faulty habit formation, acute
emotional disturbances, or as a past manifestation of a pgsychoneuro-
gig. Karnosh indicates that one of the immediate causes of insom-
nia is an anxious preoccupation, such as great concern over health,
the repercussion of bitter family scenes, reflection on sexual inade-
guacy or infidelity, contemplation of business reverses and various
other frustrations of the ego. Further, he feels that approximately
one-half of all persons with chronic insomnia are psychoneurotics.
It is axiomatic that the treatment of any symptom should be direct.
ed to its cause, and since the psychoneurotic so frequently suffers

from insomnia, it is obvious that treatment must be directed against

the underlying condition.
In the case of insomnia due to faulty habits of sleep a‘hypnotic

should be used rarely and then only as a temporary palliative. In
the case of acute emotional disturbance, the continued use of any
hypnotic is potentially dangerous, both from a physical and psychic
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point of view. The psychopharmacology of the barbiturates is not
well known, and prolonged use of these drugs in pationts with perso-
nality difficulties often results in further confusion and accentuation
of the problem. Therefore the recommendations frequently made by
advertisers that their product be used in cases of hysteria, neuras=
thenia, “nervous insomnia ™ “ mild anxiety,” cardiac and gastric
neuroses, listlessness, irritability, highly nervous tension,” ‘' psy-
choses and various types of neuroses,” ** insomnia due to emotional
strain and nervous instability " are to be condemnod. Moedical facts
are wanting to support the claims that these conditions are aided by
such medication. The tragic fact is that many cases of barbituric
acid poisoning and bromide intoxication are seen daily because too
many physicians attempt to treat the patient pharmacologically, and
are too willing to accept advertisers’ claims as medical facts.

(Rocky Mountain Medical Journal Jan. 1940.)

IMPORTANT NOTICE

We are glad to announce that from
Ist July, 1940 our Editorial and
Publishing Offices have been
shifted to more spacious
premises
at

2/337, Mint Street, Madras.

All our subscribers,
advertisers, friends and other
patrons in India and abroad are
requested to notethis changein address.

MEDICO-SURGICAL
SUGGESTIONS

(Established 1932.)

AUGUST 1940 NO. 8
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ARTIFICIAL FEVER THEREAPY.

The artificial production of a high ten}perature 13 & va]uzblrzia::
in the treatment of certain diseases and is more an mo;e r;)ation
into frequent use in the present day. I.t ig a common o :e ation
}cltlxat an intercurrent fever helps to allev:'ate t:}e fssirsmcf:&rﬁfedo i ot

it imi tomatic relie

hoos urt;thrl;ll t;:i;hrsi}c?stl;:l’;lsy asrlly:;:ack of influenza. From .such ex-
SUﬁ‘?rer i ne is led to expect relief from disease by producing fever
i;r;i;l:;;,&(; methods, and the results of clinicians all over the world
amp Y jHStflfi thisr?iz}s{f Z::Zfrlx;::.at artificial fever therapy was done
i e \;V ecrreler von Jauregg, who treated cases of generfﬂ para-
n 1.918 by . a; ne by the injection of malarial parasites. t]?h}s epoc.h
1YSIS'0f th‘e mv:r won for him the Noble prize, but left in its tr.am
maling ('hscorob{em of severe and uncontrollable reactions. . Injec~
t.he bafﬂ;ngp n protein such as aolan, milk, and T.A.B. vaccine are
tions of or;ﬂg ugntly and the degree of fever could somet.lm.es be
used moiie r::e or 1es’s by varying the quaniity of protein 1n)ectef1.
rogulate }Ilnre a severe reaction sometimes ensues, and the physi-
B.ut 0}\179811 toE;)e ’on the alert to ward off any untoward and unexpected
clan ha
e dvance over these methods is the induction of fever
b fx f: 1"tcl:;rnz:ethods»electro pyrexia. Highfrequency diathermy,

Y e tic induction, and ultra—short waves are the usual
electromagnedl Any of these methods permit the application of
e us‘;‘s. ues, either locally over small areas of the body or
beat to the 1;'1 Sbod,y The use of a radiant heat lamp should also be
over 1.-,he enf 1rethe se;ke of completeness, but it has its limitations
mentxonefl t?rns The great advantage of these electrical methods
and restn(‘z}io t.applied to the tissues could be easily regulated, and
. thats?;eor (:l:creased at will and to suit individual requirements of
inorea
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the case. Local application of heat over inflamed joints or inflamed
pelvic appendages has resulted in marvellous cures and relief of un-
necossary suffering. Greneral rise of temperature of the whole body is
accomplished by making the patient lie down within a cabinet (with
only the head projecting out) and gradually raising the temperature
of the cabinet. The patient’s pulse and the rectal temperature are
constantly cobserved. The temperature is maintained around 105
degrees 1%: for about 3 to 5 hours, depending upon the nature of the
disease and the patient’s ability to stand the strain of the treatment
The profuse perspiration that occurs during the treatment depletes
the body of fluids and chlorides, and these are replenished by copi-
ous drinks of glucose water with common salt added. The treatment
has to be repeated at suitable intervals and under efficient supervi-
sion. With proper selection of cases and with judicious combination
of any other therapeutic measures that may be necessary, this
method of treatment is an entirely safe procedure.

The indications for fever therapy are well known. Joint affec-
tions whether due to gonorrhoea or of the rheumatoid variety
respond very well. Some nervous conditions such as cerebrospinal
syphilis, disseminated sclerosis and chorea give very gratifying
results. Genitourinary infections clear up quickly. Infective con-
ditions of a generalised character are suitable for fever therapy.
Most of the affections where one would think of non-specific protein
therapy are best treated by electropyrexia, where there is the added
advantage of being able to control the temperature as and when
necessary. The rise of temperature helps to destroy the patho-
genic organisms, stimulates the formation of antibodies, and effec-
tively clears up the infection.

Used in suitable cases, fever therapy is a very useful method in
the treatment of several diseases, particularly when clininal reports
indicate uniformly good results in cases where other methods of
treatment have failed to afford any appreciable relief to the patient.
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be given another three or four weeks of intra-uterine life. This will
practically insure its survival if then delivered by caesarean section,
Of course if the foetus is already close to term at the time of the
first symptoms of premature separation and there is any evidence of
foetal distress as evidenced by abnormalities of the heart tones, it
should be delivered at once by caesarean section.

PLACENTA PRAEVIA.

In a given case presenting haemorrhage from placenta praevia
in which a non-viable or -very premature baby is present inutero,
progestin should be given to decrease uterine contractions and
thus inhibit further formation of the lower uterine segment and

further separation and bleeding until the foetus has attained

viability ; even in cases in which the bleeding occurs late in preg-
nancy, progestin can be used to quiet uterine contractions pending
arrangements for other forms of treatment.

PREMATURE RUPTURE OF THE MEMBRANES,

This is especially serious when it occurs before or just at the
seventh lunar month, because of the danger of premature expulsion
of the baby. In these cases we have used progestin preparation to
prevent the onset of uterine contractions and have been successful in
accomplishing this for varying periods of time from a few days up to
a month. This has resulted in improving the chances of the baby to
survive by reducing its prematurity. In these cases there is always a
danger that the amniotic fluid will become infected from upward
invasion of the vagina. When clinical evidence shows that this is
taking place, the progestin injections are stopped and the uterus is
allowed to empty itself, irrespective of the condition of the foetus.

The onset of premature labor has been controlled by the injec-
tion of progestin preparations. When labor has actually started, the
effect of progestin on the frequency and strength of uterine contrac-
tiong has been negligible.

The prophylactic use of these preparations is also recommended,
for example, for a pregnant woman who is forced to take a long
automobile trip or who receives a severe mental shock, and in vari-

ous diseases associated with febrile reactions.

EVALUATION OF SULPHANILAMIDE IN SUB-ACUTE BACTERIAL
_ENDOCARDITIS.

Wesely W. Spink and F. Hughes Crago report in The Archives of
Internal Medicine, August, 1939, the results of sulphanilamide treat-
ment of 12 patients suffering from sub-acute bacterial endocarditis.

The primary purpose in the study of these cases was to evaluate
the effect of sulphanilamide on the clinical course of the diseage,

4
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Although the number of cases is small it appears that the drug had
a definite beneficial effect on 2 of the 12 patients. Sulphanilamide
was given orally, whenever possible, in daily divided doses totalling
between 45 and 100 gr. (2.91 and 643 (Gm.). As a precautionary
measure against the development of acidosis, 5 to 15 gr. (0.32 to
0.97 Gm.) of sodium bicarbonate was given orally with each dose of
sulphanilamide. We recovered organisms repeatedly from tho blood
of all 12 patients. The mtiologic agent was Str. viridans in 11 cases
and Staphylococcus albus in 1.

There is little doubt that in some patients the administration of
sulphanilamide will render the blood stream sterile, as determined
by cultures of venous blood. This was true of 6 of the 12 patients in
this series. However, this bactericidal effect appeared to be only
temporary. It is likely that the organisms in the vegetations are
protected from the action of sulphanilamide, even though the drug
may have a bactericidal effect on those that reach the blood stream.
It may be that certain strains of Str. viridans are more readily
destroyed by sulphanilamide than others.

All of the 12 patients were febrile during their illness. In 4
there was a definite decline of the temperature, coincident with the
administration of sulphanilamide. The temperature became normal
or was only slightly elevated. In 5 pationts the drug did not appear
to affect either the temporature or the bacteraemia., In 1 patient,
after sulphanilamide was given the temperature became and remain-
ed normal, but the bacteraemia was unaffected. In 2 patients, sulph-
anilamide therapy was accompanied by sterilization of the blood but
wag without effsct on the temperature.

Although all the patients had some degree of anaemia during
their illness, in only 1 could a rapid decline in the haemoglobin and
erythrocyte levels be attributed to sulphanilamide. A majority of
the patients had anorexia during the administration of sulphanila-
mide. This was so severe in some of the patients that the drug had
to be discontinued. The patients also appeared listloss and lethargic
in varying degrees while taking the drug. It is of considerable
interest that none of the patients exhibited more than a slight degree
of cyanosis.

It appears from the foregoing observations that the administra-
tion of sulphanilamide to patients with subacute bacterial endocar-
ditis will in some instances render the circulating blood free of
organisms. However, we believe that sulphanilamide and its related
compounds will be of doubtful value in the treatment of the disease
itself because of the very nature of the focus of infection. The proli-
ferating mass of bacteria situated well beneath the surface of the
vegetation is probably protected, at least in part, from the action of
free sulphanilamide in the blood as well as from specific anti-bodies.
When the organisms approach the surface of the vegetation, they
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are carried off in the circulating blood, and under these circum-
stances may be killed.

Since the presence of sulphanilamide in the blood may have a
bacteriostatic effect on some strains of Str. viridans, sulphanilamide
probably should be administered to any patient with valvular lesions
who may be subjected to oral surgical procedures. It is well known
that after the extraction of teeth or after a tonsillectomy a tempor-
ary bacteraemia caused by Str. viridans may result.

THE 10DINE TEST FOR CANCER OF THE CERVIX.

An editorial in The Medical Times, January, 1940, gathers together
the history and various opinions on the value of this test.

In 1928 Lahm examined the material obtained by biopsy in
twenty-five cases of disease of the cervix. He stained the sections
of this material for the glycogen content of the cells, and in cases
of cancer he found that the glycogen was decreased or absent from
the protoplasm. He concluded that if one found a low glycogen
content, or absence of glycogen in the cells of a biopsy specimen, he
should be suspicious of the existence of a precancerous lesion, or at
least be careful not to overloock cancer in a neighbouring portion of
the section.

Tn 1928 Walter Schiller, in a paper entitled: **On Histological
Early Diagnosig of Portio Carcinoma,” pointed out that when one is
examining biopsy material for the purpose of determining the glyco-
gen content of the cells, it is proper to use an aqueous solution of
formalin for fixing the fissue because the glycogen is in a modified
form and not soluble in water.

In the same year Schiller published a long article on the same
subject in which he said that the earliest appearance of cancer of
the cervix reminded one of its similarity to leakoplakia and Bowen's
disease of the skin : both are whitsh, wrinkled spots. He was of the
opinion that a curetting of such an area on the cervix would be better
than an actual section with any cutting instrument. Again, he uses
iodine-potassium iodide solution, such as is used in the staining of
bacteria, which he applied macroscopically to diseased cervices,

In 1929 Schiller published a fourth paper in which he advocated
the application of compound iodine solution to cervices which showed
evidence of disease for the purpose of determining the areas from
which biopsy specimens should be taken. He reported the resuts of
the test in 126 cases of disease of the cervix. In this series 17.0 per
cent. of the biopsy specimens showed that cancer was present..
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In 1931 he made a further contribution, to the value of painting
pathological cervices with iodine solution for the purpose of diagnos-
ticating areas that might be carcinomatous..

In 1933 he says: "I discovered this method: vital staining with
Lugol’s solution. ... When the normal cervix is painted with
ordinary Lugol’s solution (iodine, 1; potassium iodide, 2; water, 300)
the epithelium acquires, in about half to ono minute, a mahogany
brown colour.

In 1934, he said that carcinomatous areas on the cervix are
whitish, but not transparent. They resemblo lcukoplakia; but
cannot be differentiated by clinical methods. With Lugol’s solution,
however, it is possible to visualize the smaller abnormalities so that
they may be excised and submitted to the pathologist for diagnosis.
The failure of the cancer cells to take tho iodine stain depends on
the absence of glycogen in their protoplasin.

Also, in 1934, in an eighth contribution, he says that the whitish
or unstained areas should be removed with a small spoon curette,
and that the final opinion of the malignancy of the lesion depends
upon the result of the histologic study of tho material thus obtained,

In 1936, he says that the best fixative solution is composed of
absolute alcohol, 60.0; chloroform, 30 0; and glacial acetic acid, 10.0,
In the series of cases reported in this communieation, suspicious
areas were found in 20.0 per cent. of the specimens. Of these only
two proved to be cancer. He says: Even if only 1.0 per cent. of the
women examined give a positive diagnosis, the result is still excee-
dingly satisfactory. TFor we must not forget that a carcinoma, when
detected and treated in that early stage, gives nearly 100 0 per cent.
security for definite, permanent healing.”

In a paper published in 1937, continuing his development of the
value of the iodine test, Schiller said that the test serves only to
indicate suspicious spots. However, it should be applied to all cer-
vices as a routine. Between 1928 and 1937 he discovered 130 cases
of early carcinoma of the cervix by its use. Up to 1931 he discover-
ed fifty-one such cases. Of these forty-nine were alive and “ per-
fectly well ™’ at the time of writing (1937). One patient died of
recurrence two and one-half years later and, on further histological
study, another was found to have been farther advanced than was at

first thought. 1In that paper Schiller says that the early carcinoma

and the small one are not identical. He has proved to his own

satisfaction that in the early stage carcinoma grows very slowly;
later it grows so very rapidly. The “fact that carcinoma, grows $o
very slowly at the beginning offers a marvellous chance for early
diagnosis.”” “The initial phase lastg months, even two or three
years or possibly longer.”

After examining 3,000 so-called normal cervices he has olassi-

fied the lesions found into an ulcerative group, an invasive group,
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and the carcinoma group which presents cytologic characteristics
Onlyin 1938 Schiller writes of the relation between leukoplakia,
leukokeratosis, and carcinoma of the cervix. He +says that leuk.o-
plakia is not a specific disease ; it is a symptom that may ‘be found 1.n
several abnormalities of the cervical mucosa. Long clinical expe-rl-
ence has shown that the number of latent leukoplakiags diagnostic-
ated with the aid of the iodine test far exceeds the number of
those that are grossly visible. However, he is of the opinion that
neither erosions nor inflammations form a basis for the develop-
ment of carcinoma. He describes minutely the difference between
the various degrees of cornification of the cells these variations
parakeratosis, keratosis, and hyperkeratosis. He says: *“Notwith-
standing long follow-up studies of numerous cases, 1 have never as
yet found areas of leukoparakeratosis or leukohyperkeratosis deve-
loping into carcinoma’; and again: *‘There is no casual relation-
ship between parahyperkeratosis and carcinoma of the portia.
From extensive material I could not find even one case of carcinoma
that developed from a true keratosis.”

In this paper by Schiller, the iodine solution suggested for
carrying out the tests is referred to as compound iodine soh%tion and
Lugol’s solution, but in the paper in which the formula is given, the
material used is what we in the United States call Gram’s solutiou.
Lugol’s solution is a much stronger iodine preparation, and is known
as Liquor Iodi Compositus. The composition of this solution, accord-
ing to the eleventh edition of the United States Pharmacopoeia, is
iodine 5.0 ; potassium iodide, 10.0 ; distilled water, q.s. 100.0 (1936).

Acocording to Graves the test described by Schiller is specific for
the determination of the absence of cancer of the vaginal portion of
the cervix and the vagina. He advocates the following technique:
A thick swab of absorbent cotton and gauze is prepared on the end
of a stout wooden applicator and dipped in Lugol’s solution. This
gwab is then pressed firmly against the anterior lip of the cervix,
exposed by a speculum or by retractors. In this way the upper
vagina is flooded with the solution, which instantaneously stains
the normal tissues, except the mucous membrane of the endocervix,
almost black. Any area of the vaginal portion that does not take
the stain must be regarded with suspicion. The suspicious area is
then curetted with a specially sharpened spoon curette. The strip
of epidermis thus secured is immediately placed in hardening solu-
tion and sent to the laboratory for histological study. He says
““We are finding the Schiller test an indispensable aid in the search
for early curable cancer. Failure of the stain indicates certain other
abnormal conditions, two of which, leukoplakia and intense cervi-
citis, are potential precursors of cancer and require treatment.”
He recommends the test to the general practitioner for trial,
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Frank and Healy recommend the Schiller iodine test for the
detection of cancor of the cervix.

Galloway says that Schiller’s test is a simple, painless procedure,
requiring no expensive apparatus and consuming little time. It is
primarily for office routine or for periodic examinations of patients
who have no symptoms of cancer.

Henriksen considers the Schiller test valuable. He questions
its specificity for the absence of cancer, however. He applies the
iodine solution with an atomizer.

Meigs says that in approaching pelvic surgery Schiller’s test is
a neceasary part of the physical examination.

Norris says that the iodine test of Schiller will indicate the
guspicious areas from which to take biopsy specimens.

Novak is of the opinion that the chief value of the Schiller test
lies in indicating the areas from which tissue for biopsy should be
taken. And in this view of the value of the test Phaneuf agrees.

Baer says that Schiller’s iodine test is devised to show tiny
lesions of the cervix which might be early carcinoma and which
should be promptly curable. In order to be effective the test must
be employed as a routine and biopsy specimens should be obtained
from all suspicious areas. When the microscopic picture is clear
cut, the lesion is usually one which should have aroused suspicion
without the employment of the test. Other specimens studied
because they do not stain with iodine may show what Schiller calls
the “ preinvasive '’ stage of carcinoma. However, he considers the
test * inadequate.”

Martzloff says that in order to recognize cancer of the cervix
‘““ there should be adequate exposure of the cervix, adequate il]umi.,
nation and deliberate, thoughtful inspection.” He is of the opinion
that the iodine test is not pathognomonic of cancer, ‘‘though it may
possibly be a signal which calls for further study.”

Some of the criticisms that have arisen concerning that test
may be the result of misunderstanding about the solution to be used.
It seems to us that the weaker solution of iodine, known ag Gram's
solution, is preferable to the stronger solution, known as Lugol’s.

Medical Pefus and Hotes.

THE KRISHNA DISTRICT MEDICAL ASSOCIATION,
* MASULIPATAM.
(The Krishna Distyict Branch of the Indian Medical Association.)

Minutes of the 15th monthly meeting held at Ma§ulipatam on
Saturday the 20th July 1940 :—Dr. K. Venugopal Rafo Naidu, L.M. &8.,
in charge of Government Head Quarters' Hospital demf)nstra.ted
geveral interesting cases in the Hospital and, th.e doctors 1n' charge
of the patients explained in detail practical points about diagnosis
and treatment of the following cases :—

(1) Aortic Aneurysm ; (2) Acute Leprosy; (3) Hzemato Colpos
simulating uterine fibroma; (4) Vesicular Mole; (5) Pel-
vic Abscess simulating Uterine Fibroma ; (6) Phosphatic
deposits of stone in bladder removed by Lithotrity;
(7) Huge Lipomata over and inside Deltoid and calf
muscles ; (8) Case of Gastro-Enterostomy with Angio-
mata of Mesenteric Vessels in the Right Iliac Region;
(9) Two cases of Osteomyelitis.

The following were some of the resolutions unanimously passed:

(1) A resolution was moved from the chair to place on record
the appreciation of services rendered by Col. T.
S. Shastry, I.M.S., to the Association.

(2) Dr. K. Venugopal Rao Naidu L.M 8., Assistant District
Medical Officer, incharge, Krishna, was unanimously
elected President of the Association in the vacancy
caused by the transfer of Lieut-Col. T. S. Shastry, LM.S.,
(Military Duty, Jubbulpore).

(3) Dr. K.S. Ray M.A,, BSc., M.B,, Ch.B,, (EDIN.) was nominated
as the President and Dr. D.S. Ramachandrarao, M.A, M.D.,
Beozwada; Dr. K. Krishnamurty, L.M.P,, Chodavaram, and
Dr. B. Tirumalrao, L.M.8., F.R.CS. etc., Superintendent,
King George Hospital, Vizagapatam, were nominated as
Vice-Presidents to the All-India Medical Association,

NEW PRODUCT,

Pyelectan (Representatives : . J. Foster & Co., Ltd.,) is a prepa-
ration of the sodium salt of 3:5-di iodo-4-pyridoxyl-N-methyl-2-9-
dicarboxylic acid. This is the iodine compound which has achieved
international reputation as a contrast medium for intravenous pyelo-
graphy. The iodine content is firmly bound in organic combination,
and is rapidly and completely excreted unchanged, by the kidneys.

** Pyelectan ™ is available in 20 c.c. ampoules, each containing,
in agqueous solution, 15 grams of the compound referred to.

Literature and further defails can be obtained from any Branch

of the representatives.
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As aumeronc enquiries have beon received fram the modical prolession whather we ware

manufacturing medicines similar to important foral. s proparaticas, we bea #3 inform chat

the Cipla Laboratorios manufacture the wedermentisngd rroverztions which con'lpond
to the foreign preparations shown against them

CIPLA PRODUCTS

Corresponding to
Foreign Preparations

% Foreign

CORASOL Cardiazol

(P-ntamothyhntotruoi)

CORASOL-EPHEDRIN

Cardiazol-Ephedrine

CORASOL-QININ Cardiazol-Quiaine
PULMOTRAN Transpulmine
PYELOPURIN Cylotropin
UROBROM Bremural
HEXAMIIE Urotropin

Injections & Tablets

CARDIAMID Coramin

(Pyridin- & -Carboxydiethylamide)

CALCHAA Calcium

(Calcium Gluconate-puriss) (Various Makers)

Ampoules, Tablets and Granules

BETAMID (Vitamin Bi) =——————= Betaxin, Betabion
Tablets & Ampoules (And other Makes)

CETAMID (Vitamin C) Cantan, Cebion
Tablets & Ampoules {And other Makes)

DETAMID (Vitamin D} ~~——————— Vigantol
GRAPE SUGAR SO,L.UTIO‘N ——— Grape Sugar Solution

/ > R - (Various Makers}
) o~ — .
CAFIMIDON yam «,Pﬂyramldon + Caffeine,

No Aspirine
:)lROPCA:- ;.f T Phenacetine
DIRO | R Cak?\.:m Diuretin

SN LT Lo
EUCOAL Y Bucarbon, Ultracarbon
LUPOT - Lubrékal
NEOCHOLIN ‘o < Pachol;
Tablets S e Dachelin
PHENASCODIN - "Veganin, Gelonida, Traupel
THEOB!TAL Theominal tablets
{Theobromine and Phenobarbital compound)
TUBERSAN Gad
{Colloidal Copper Morrhuate Hydrosol 1 : 1000) * acusan
Ampoules.

When ordering please mentioy Medico-Surgical Suggestions.

:f* -y

AN IDEAL BLOOD PURIFIER.

Most effective in all cases of blood
poisoning, anaemia, and syphilitic skin

" affection specially in later stage. It

improves digestion, regulates the bowels,
removes the toxin, purifies the blood
and tones the system, and is of great
value in Chronic Rheumatism, Gout,
Pimples and skin diseases.

COMPOSITION.
One fluid drachm represents i—
Ext. Sarsaparilla Liq. 12 min.
Ext. Glycyrrhiza Liq. ... 09 ,,
Ext. Senna Ligq. .. 09,
Oil Anisi .. 0012,
Methy! Salicylate . 0012 ,,
Ligr. Arsenic et Hydr. lodide ... 4.0 ,,
Potash lodide . 20 Grs.

ALEMBIC CHEMICAL WORKS CO,LID

BOMBAY BARODA MADRAS CALCUTTA

When ordering please mention Medico-Surgical Suggestions.
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rnﬂ *“OPACITINE” (Rgd.)is a sure, definite,
o ] guaranteed,cent, per cent sovereign reme-

dy agajmst any kind of Corneal opacity (a Nabula, a Macula or even a Leu- T
coma) o 'any size, shape and duration whatsoever. It is useful in Chronic '!‘

Trachoma, Belpheritis. Pterveium. Catract, etc., ete. It has succeeded where
vellow ointment, D
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S.F. 259A-6— 1,00,600—30-1-54.
1 L. Original Art
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¥ Annual Subscription s Rs. 6/. post free | B
. *
-] Free to members of the Indian Medical Association :
[~ ]
® AN EXCELLENT MEDIUM FOR ADVERTISEMENT
4 For particulars, write to Secretary, r
i , Samavaya Mansions, Calcutta. ,

Pnblllhod by Dr. P.R. Vcnhmu, at 2[337 Mint Strut, Madras.
Printed by Mr. R. Krishnamachari, B.4., at the 0.0.P. Works, Ltd., 1/17. Mount Rd., Madras.
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