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6 DRUG THERAPY

Hprfdmsone 15 the steroid of choice because it is cheap and
ellective. It was rarely found necessary to excced a daily start-
ing dose of 20 mg. |

> [It is : ] 1S arti

:1'11d[ {1011%22:;121;(1;: ﬁz]b EI{I{‘IE.E that, alﬂ:lou.gh the authors have used ACTH
preceding 5 orone thol‘:'e 2l frequently m the most recent 8 vears as in the
b aboat (iﬁath1]J£11ionq Jﬁlmfase ‘mas prmclpall}: due to short couises given
b %.W.ti iw?ée not responding to conventional therapy.
relatively long ﬁerit;d switg?r?l alization 1f the drugs must be used over a
Grpisis hélpfnl : DRHIO8, ching f_l-om‘ one compound to another is some

n avoiding the cushingoid state.—I4d. ]

o illi;rj}l;g?nu;{,}mas Of the Prostate: Treatment with Steroids
and David . Ut o8 I Kelalis, Edgar G. Harrison, Jr.,
loma ;f {.h-édar E?ht{MayO (?hnl(‘ and I'ound.). Allergic granu-
which unti] neoe gland is a rare but dangerous condition,
bronchia] at;thr?lw ]‘i& M exclusively in patients with
history andﬁ at}?.l > marked_b}’ distinct features in hoth the
thought to rfmﬂtof by The IPSI{?D‘ 4 necrotizing granuloma, is
tiated by an (;Xq Jlﬁm_a pmstahg:* hypersensitivity reaction ini-
stellate ar = 'r'ﬁ_.atlfm of asthma. Microscopically, scattered

€as of fibrinoid necrosis are surrounded by palisading

histiocytes and '
ylues ¢ assoclated wi o : B i
filtration (Fig 1) with an intense cosinophilie cell in-

Fig. 1.—Aller |
with intense inph. Branuloma of prostate. ; o . :
ppntense infiltration of eusmophﬁs: _he;atfm:vlhiiggéiid ;’fgﬁec?ff fibr ”;é%‘é oS
. > i y : rom ’ , area

of fibrinoid necros;
8 SIS su S
hematoxylin-eosin redurgggil Aced by palisading histiocytes and abundant eosinophils;

. = * f :
P0:B73-5TT, October, 1966,) " 200~ (Couttesy of Kelalis, . P., ot af T trol

i L ]
) ey .P'i‘}‘%_t ) S e it
o Pl e e R Y e Ty o - o, iy
e T et B R T S T R 5 & ol o ¥ - ity B Pt
Sl LN W el S TR e L AR A R P i
! T e P L e T e iy e A e
IR AR Ny e i SR RO R ST Bl P T
L T L e f'~;1 Sk T g™ P T SR SR WLl
L LRy T i e s i T
A Vo s CTE R e e T i 0 B el 2
s '-'.F."? £ !__.u!,?ﬁ* Pl SO L P Lol Sl
i R - - i i ALCL T T
¥ e T PR ".rf*;.;"' s ¥ e,
= ] o iy W a Lahw i
: LA AN O S S L z
» x &

o
'I-I .F"" vt

..‘.. PRI o Vo
iy
L

; ,3, i

2R e ke . : IE SR o s
g I LT 3 PR i o W h e
Ly ws' - § N & iy
LAY ] Y e
_’ﬁ:"'}ﬂ,' - s __ Sl - ¥, 4 _;-‘.'
X B N e R PY
LEs

. |

ok
-1—-1.«#1“—#;"-&-""‘-\*
Mo SPEARIET 5 1
B 5 . V- Tty
(90 T e

'y i
C s [ I

YAl i ST iy AL gt

T TR BT St R A |

o T A L] = i
e SR T T T

BT T o AT o TRRRPO
W a L . d r
ol S B I L L Pt

{ (i e
T pug B

B TR L
RS e L T T

-. £
E R R R R e

O Tl T I L T Y S B S
Db g R T

Mma
el

] SFRIC S
B et T S

= -

IR D B et e b e dwiio



ALLERGIC DISORDERS o

Man, at age 24 had burning on urination followed by marked
symptoms of prostatic obstruction associated with hardness and
fixity of the prostate, which had heen found on digital rectal exam-
ination to be the size of a tennis ball. Transurethral prostatic resec-
tion had relieved symptoms greaily. A vear later the symptoms re-
curred. Prednisone therapy, given for soveral davs, brought much
clinical improvement. During the next 3 years he continued to take
the drug intermittently in varying doses.

In November, 1964, at age 28 he again experienced frequency,
dysuria and perineal pain, with fever and later left testicular swell-
ing. History disclosed that asthma had affected his own son and his
father, brother and mother’s brother. A sister had allergic rhinitis.
The patient himself, however, had no seasonal allergy or clinical
manifestations of asthma. At age 12 he had had what appeared to
be eczema.

A large hard, prostatic mass, Jocally invasive through the prostatic
capsule and involving the seminal vesicles, was noted on digital
rectal examination. Multiple nodular lesions not exceeding 1 cm. 1n
diameter were present around the penile base. Excretory urography
demonstrated severe right hydronephrosis and hydroureter; the left
kidney was functionless. Retrograde pyelography showed a large
hydronephrotic mass secondary to obstruction in the left pelvic
ureter. Transurethral biopsy of the prostate revealed allergic granu-
loma, as did biopsy of a nodule from the base of the penis.

Prednisone therapy was instituted with doses of 10 mg. given 4
times daily. Symptoms were almost immediately relieved. On the
3d day of treatment, rectal digital examination verified that the
prostate was distinctly softer and much reduced in size. On the 5th
day of treatment, excretory urography showed marked reduction of
the right hydronephrosis. The patient was dismissed with a program
for gradual reduction of prednisone dosage to b mg. twice daily. By
June, 1965, he was taking 15 mg. prednisone daily and was entirely
asymptomatic. However, if he discontinued the medication, burning

on urination immediately returned and the penile nodule became
tender, painful and enlarged. |

This is the first reported case of allergic granuloma of the
prostate in which treatment with steroids was used. Such treat-
ment should be instituted promptly on discovery of the disease,
with care that the steroid dosage be high enough until regres-

sion has occurred and a state of relative normalcy has been
achieved. |

» [This diagnosis has not been made on either the surgical or the necropsy
services at our hospital since 1951 when the entity was described.—Ed.]

Evidence for Local Action of Intranasal Dexamethasone Aer-
osols in Suppression of Hay Fever Symptoms. This study by
Philip S. Norman, Walter L. Winkenwerder, George W. Mur-
gatroyd, Jr., and John W. Parsons3 (Johns Hopkins Univ.)
was to determine whether the therapeutic effect of the aerosol

(3) J. Allergy 38:93-99, Augusi, 1966.

PR TP T LR CRrr N PPy .
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3 DRUG THERAPY
1s due to direct local action o

1c absorption followed hy
flammatory action.

Each spray delivers, at the nozzle, the equivalent of 0.08 mg.
dexamethasone as the alcohol; thus, 12 inhalations deliver 1
mg. at the nozzle. Capsules contained 0.1 mg. dexamethasone;
the total daily dose of 0.3 mg. is estimated to give the same
metabolic effect as the aerosol. Some patients received dexa-
methasone aerogo] and placebo capsules, others received placebo
aerosol and dexamethasone capsules and others served as con-

and placebo capsules. At the
~€dson, patients were instructed to
fs in each nostri] g times a day, and
take a capsule. Two weeks later, the 106
ed from one treatment plan to another.

f the steroid or due first to system-
1ts characteristic peripheral anti-in-

beginning of the ragweed

at the same time to

lower scores during
e during each period.

inate feature of this v is the fact that a trial of all three
> 11 &' complete Crossover
1¢ pollen season. Neverth ele

study . was impﬁssi‘hle-'beff'a'uSe'-Q_f__the'- it
©Lane Use of _._thls type of U’Iﬁ?l‘&ﬂ}"j untl further _1.11:‘.'()17‘111_&1:1011-'-15.-avaﬂable_._-W_ﬂ_.l
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When theophylline was given, the serum theophylline con-
centration increased significantly in all patients within 15 min-
utes and reached a peak value within 60 minutes 1in two-thirds.
Correlation was significant between the highest serum theo-
phylline concentration attained and the dose of theophylline
monoethanolamine expressed inmilligrams per kilogram weight.
In most of the symptomatic patients some clinical improvement

of the asthma was observed. Total vital and the maximum
breathing capacities improved.

There was no significant correlation between serum theo-
phylline concentration and degree of clinical improvement or
incidence of side actions. In 439, of the patients given theo-
phylline and 409, of those given isotonic saline rectally, un-

toward reactions, most of them minor and all transitory, were
recorded.

The suggested dose of rectal theophylline for treatment of
asthma in children is 5 or 6 mg. theophylline monoethanola-
mine per kg. At this dosage toxicity of appreciable severity 1s
infrequent and might be due simply to rectal administration

per se. The minimal toxic dose and the therapeutic dose over-
lap in a few children.

The significant correlation found between the dose of theo-
phylline administered and the highest serum concentration

achieved implies regularity of absorption of theophylline when
administered in a retention enema and contrasts with the un-

predictability of absorption reported with rectal suppositories.

Of the untoward reactions, nausea and headache were the
most common and not infrequently occurred at rather low theo-
phyliine concentrations, but all symptoms cannot be ascribed
to theophylline toxicity. The finding of similar “toxic” symp-
toms in the children who received isotonic saline rectally sup-
ports this view.

» [The authors note an incidence of untoward reactions in the children
~ given only isotonic saline reclally that was practically as high as i the
children who were given theophylline by the same route, and they ascribe
this to symptoms “inherent in the acute asthmatic episode itself.” Bul
what of the procedure itself as inducive of reaction in these youngsters,
whose ages were said to be between 4 and 15 years, without stipulation of
how many were in the yvounger range? The insertion of a rectal unit. fol-
lowed by bleedings at 15-, 30-, 60- and 120-minute intervals, with simul-
taneous recording of the vital signs, must surely have been very disturbing
affairs in a large proportion of the patients. I find the mosl rewarding of
the observations made in this excellent article to be the regularity of ab-
sorption of theophylline when given by

to the unpredictable absorption from a suppository.—Ed.]

the retention enema, in contrast = =
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methasone aerosol

~ beginning of the ragweed
use the aerosol unit, 2 whj
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15 due to direct local
1c absorption follow
Hammatory action.

Each spray delivers, at the nozzle, the equivalent of O.QS mg.
dexamethasone as the alcohol; thus, 19 inhalations deliver 1

mg. at the nozzle. Capsules contained 0 1 mg. dexamethasone;

the total daily dose of 0.3 mg. is estimated to give the same

the aerosol. Some patients received dexa-
and placebo capsules, others received placebo
amethasone capsules and others served as con-
Placebo aerosol ang placebo capsules. At the
S€ason, patients were instructed to
fis in each nostril 3 times o day, and

at the same time to take g capsule. Two weeks later, the 106

action of the steroid or due first to syst‘elh’-n-
ed by its characteristic peripheral anti-in-

aerosol and dex
trols, receiving

during nasal
it oral administra-
nasal dexamethasone

-auring ¢ d and placebos during the other, 25 had lower
SCores during nasal medin. : |

ower scores during
during each period.

P



BRONCHOPULMONARY DISORDERS 9

When theophylline was given, the serum theophylline con-
centration increased significantly in all patients within 15 min-
utes and reached a peak value within 60 minutes in two-thirds.
Correlation was significant between the highest serum theo-
phylline concentration attained and the dose of theophylline
monoethanolamine expressed inmilligrams per kilogram weight.
In most of the symptomatic patients some clinical improvement
of the asthma was observed. Total vital and the maximum
breathing capacities improved.

There was no significant correlation between serum theo-
phylline concentration and degree of clinical improvement or
incidence of side actions. In 4397, of the patients given theo-
phylline and 409, of those given isotonic saline rectally, un-
toward reactions, most of them minor and all transitory, were
recorded.

The suggested dose of rectal theophylline for treatment of
asthma in children is 5 or 6 mg. theophylline monoethanola-
mine per kg. At this dosage toxicity of appreciable severity 1s
infrequent and might be due simply to rectal administration
per se. The minimal toxic dose and the therapeutic dose over-
lap in a few children.

The significant correlation found between the dose of theo-
phylline administered and the highest serum concentration
achieved implies regularity of absorption of theophylline when
administered in a retention enema and contrasts with the un-
predictability of absorption reported with rectal suppositories.

Of the untoward reactions, nausea and headache were the
most common and not infrequently occurred at rather low theo-
phyliine concentrations, but all symptoms cannot be ascribed
to theophylline toxicity. The finding of similar “toxic” symp-
toms in the children who received isotonic saline rectally sup-
ports this view.

» [The authors note an incidence of untoward reactions in the children

given only isotonic saline rectally that was practically as high as in the

children who were given theophylline by the same route, and they ascribe

this to symploms “inherent in the acute asthmatic episode itself.” But |

what of the procedure itself as inducive ef reaction in these youngsters,
whose ages were said to be between 4 and 15 years, without stipulation of
how many were in the younger range? The insertion of a rectal unit, fol-
lowed by bleedings at 15-, 30-, 60- and 120-minute mtervals. with simul-
taneous recording of the vital signs, must surely have been very disturbing

affairs in a large proportion of the patients. I find the most rewarding of

the observations made in this excelleni article to be the regularity of ab-
sorplion of theophylline when given by the retention enema, in

_ contrast

to the unpredictable absorption from a suppository.—Ed.1 -
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Metaproterenol [Alupent], a New Bronchodilator: Compari-
son with Isoproterenol [Isuprel]. A new bronchodilator, meta-
proterenol, has recently become available in both oral and aer-
osol forms. It is a derivative of 1soproterenol, which has been
found to have a greater bronchodilating effect and a lo:n'ger
duration of action, presumably because of better absorpt}on_
Also, it causes less tachycardia, arrhythmia and hypotenm.on.
Herman H. Pelz5 (Jewish Hosp., Brooklyn) compared iso-
proterenol and metaproterenol aerosols by spirometric te‘sts
in a double-blind study. The 8 males and 14 females studied

were aged 12-61; 4 were aged 12-16. Most patients had mod-
erate to severe bronchial asthma, a few had

sema, and several had chronic bronchitis.

acute bronchospasm. They received single d
of metaproterenol

| each).

pulmonary emphy-
All had recurrent

oses of two whiffs
(0.65 mg. each) or 1soproterenol (0.075 mg.

- Metaproterenol was superior to Isoproterenol
function test except the forced ex
‘minutes. The superiori

in every lung
piratory volume (FEV) at 30
Ly was significant for the FEV and 1-
~second FEV at 1 and 2 hours and for the midexpiratory flow
- rate at 2 hours. Metaproterenol was superior in improving pul-
monary function In most patients and the effect lasted longer.

At 2 hours, 829, of the patients on metaproterenol showed im-
~_provement in the 1-second FEV, compared with only 23% of :
‘those on isoproterenol. In 7 of the 8 patients with combined
ronic bronchitis with or without &

~ disorders of emphysema or chronic br _ .
greater and longer improve-

~ asthma, the new drug produced Ove-
- ment than Isoproterenol. One patient reported feeling worse - i
_after either medication; no other patient ‘reported any side
o ef_i";'e__cts_With'_ei'the'_l* drug, ™ .oy T A "
~ Metaproterenol ‘appears to have “distinct
~ Isoproterenol, affording
+ BCRte bronchospasm.. = o e B T e e
- » [We continue to have favorable reports on the use of this new drug as

- & bronchodilator, but = faci not oflen brought to the attention of the read-
-ers of these accounts is that addiction to the use of sympathomimetic i
- dmines in -&*53}'0551'=--_fqrm:_:ﬁ;.i-s"i- not an unusual ___ﬂ'ﬂc.u_rlr_enqe.'..."Pa'-ii'_i_:en'-ts often spray ' .
- Several times daily, even when assured by their physician that their difi- =
Cop e ounllyope thereby increased. Instances of this sort are exemplified in the

et advantages over i
prompt and more prolonged relief of - . &

- Jatrogenic Asthma Associated with Adrenergic Aerosols.
Univ. of New York, Syracuse) re-
95, Novermber, 1966, -/ .
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e AR ~Ann. Int. Med. 65: 985
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BRONCHOPULMONARY DISORDERS 11

ports 3 cases which demonstrate that, in susceptible patients,
administration of a therapeutic dose of isoprotercnol as an aer-
osol may precipitate severe prolonged airway obstiruction in-
distinguishable from a clinical attack of asthma.

Man, 40, was admitted in status asthmaticus. Childhood asthma
had remitted spontaneously at puberty. A mild productive cough
had been noted in recent vears and there was a tendency for mild
wheezing to develop with minor respiratory infections. Isoproterenol
by nebulizer had provided immediate svmptomatic relief, but pro-
gressively more frequent inhalations had become necessary. On
admission, the chest findings were those of moderately severe asth-
ma. Therapy with subcutaneous epinephrine, intravenous Amino-
phylline and an isoproterenol aerosol gave no immediate improve-
ment: intravenous hydrocortisone was added and he improved rap-
idly. However, the symptoms returned 2 days after steroids were
discontinued. Aerosolized isoproterenol was given by intermittent
positive-pressure breathing along with the steroids, but progressive
dyspnea developed. The patient became cyanotic and unrousable
and stopped breathing spontaneously. Within 24 hours of the cessa-
tion of isoproterenol, he felt much better.

In a placebo study, inhalation of 1:400 isoproterenol in water led
to an increase in forced expiratory volume and midexpiratory flow
rate and progressive ventilatory impairment. Rapid improvement
was seen when steroid therapy was started and all aerosols were
stopped. A sustained response was later obtained using 0.25%, 1so-
proterenol given from a microaerosol generator. Symptoms and a
fall in airway resistance followed the administration of atropine
methonitrate and isoproterenol from freon-powered cartridges at a
time when the patient was in complete remission.

Airway obstruction was controllable in all 3 patients with

conventional therapy including high doses of steroids, but com-
plete remission was not attained until all adrenergic aerosols
were withdrawn. The mechanism of this response is not known.
The delayed onset of the reaction, its slow and sustained pro-

gression, the poor response to parasympatholytic drugs and

antihistamines and the reversibility with sympathomimetic
agents and corticosteroids are consistent with a smooth muscle
response to a slow-acting substance. Possibly, degradation

~ products formed in the course of aerosol generation and depo-

" sition could sensitize susceptible individuals affer repeated ex-
posure. The possibility of this form of response should be con-

- sidered in asthmatic patients who are retractory to treatment
and who are receiving sympathomimetic aeroso. therapy.
» [Dr. David M. Glassner of our staff comments as follows:

“The phenomenon of a decreasing response with increasing use of aero-

~ sols has been reported many times since it was first brought to our atten-

tion by Benson and Perlman 20 years ago (J. Allergy 19:129, 1948). The

pathophysiology underlying the reaction is belie#ed- to be bronchial irrita-
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land) treated 37 asthmatic boys, aged 1014
. Tionic gonadotropin

~ The results are shown 1n the table.

- and the average increase in chest e

~ boy, treatment was stopped becaus
‘hemospermia. All boy

- normal treatment me thods had fail
-~ There was a great range of weight
S alrway obstruction wag unchanged in
- apparent premature epiphys;

- The results were encoura ging.
~ the patients’ self-confidence. How
- of boys lose their asthma a
~ that it might be worthwhil
-/ have not responded to other treatment. .

cosl o Wreas) Symoto frae Much improved Still asthmatic- L ERE

12 DRUG THERAPY

tion, increased secretion and loss of ciliary action. With isti]l larger and
more frequent doses of aerosols, or larger particles landmg_ on 1solafied
areas of the mucosa, ulceration occurs with actual loss of cilia and with
epithelial exfoliation (J. V. Galgiani, F. Proescher, W. Dock and M. L.
Tainter, J.AM.A. 112:1929, 1939). However, the process suggested by
Keighley, if it actually occurs, would be expected to be free frefn such
bronchial pathology, as these patients were studied in remission with con-
trolled dosages of aerosols. Certainly, a worthwhile project would be serial
spirometric studies at 2-hour intervals for 24-36 hours after a test dose of

aerosol therapy on a large series of such patients whose asthma was cur-
rently in remission.”"—Ed.] |

- Effects of Injections of Chorionic G

onadotropin on Adoles-
cent Asthmatic Bo

ys. Christopher Grimaldi? (Bristol, Eng-
-16 years, with cho-
(Pregnyl) in the past 8 years. The patients
accepted the injections fairly well. Three ‘injections of Pregnyl
(1,500 1.U.) a week were given for 6-8 weeks, followed by 2 in-
jections a week for 2 weeks and then 1 immjection a week for 2

The avérage weight gain

In 8 weeks was 12.3 Ib.. the average gain in height was 1.5 in.

boys were { airly severe asthmatics in whom

n most cases. There was no

‘height in this series,

i - 5 p

o Testonsn. ok 87 Astenintio Bovs 10, 4 Cowmss oF . -
ool 0 CHoReNic GoNabotgorts T

L
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52, April, 1967

xpansion was 1.6 in. In.1 -
e of severe headache and

ed to ;:P-.I‘Oi.ride_ much .rél._ief.; S

al closure leading to reduced adult

There W&S unprovement 111
flowever, a fairly large proportion
at puberty in any case. It appears g
¢ to try this treatment in boys who
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» [This uncontrolled study is by no means convincing, but I have included
it because the trials were made as a logical result of clinical observation
Any approach that even promises to be of value i childhood asthma 1s
worth noting so that extensive trials may be made.—Id.]

Controlled Study of lodotherapy for Childhood Asthma.
Constantine J. Falliers, William P. McCann, Hyman Chai, El-
liot F. Ellis and Nasser Yazdi® (Jewish Nat’'l Home for Asth-
matic Children, Denver) conducted a 3-year double-blind
study of iodotherapy in 36 boys and 16 girls, aged 8-16 years
(median age, 11.5 years). Steroid therapy was required by 32
patients for temporary control of asthma at some time during
the study. Each child received 3 courses of treatment, each
lasting 12 weeks: (1) 100 mg. potassium iodide 3 times daily;
(2) 300 mg. 3 times daily; and (3) placebo 3 times daily. All
6 possible treatment sequences were equally represented (ta-
ble). Each child served as his own control.

A definite, uniform trend was found toward improvement In
all asthma-related variables (history, physical examination,
bronchodilator inhalations, steroid therapy and peak expira-
tory flow rates) when the high-dose potassium iodide regimen
was compared with placebo. The trend appecared great enough

to suggest true improvement in at least some children. Passage
of time alone did not influence weekly scores for any of the
variables recorded. Reduction in prednisone dosage was possi-
ble during high-dose potassium lodide treatment; the other
two regimens had no appreciable effect on steroid dosage.

Sex and age distributions were similar in the improved and
unimproved groups, as was incidence of undesirable side ef-
fects. The mean serum inorganic iodide levels were consistent
with the dose of potassium iodide given. No meaningful corre-
lation between these levels and the therapeutic response could
be established. Thyroid enlargement was noted after 3-6 weeks
of iodide therapy in 18 patients. |

TREATMENT SEQUENCE FOR TODOTHERAPY FOR ASTHMA
Period (12 wecks each)

Group A B C
I KI, 100 mg. KI, 300 mg.  Placebo
13 KI, 100 mg.  Placebo - XKI, 300 mg.
11X KI, 300 mg. XKI, 100 mg. Placebo
IV KI, 300 mg. Placebo | K7, 100 mg.
v Placebo. KI, 100 mg. KI, 300 mg.
VI Placebo

KI, 300 mg.

KI, 100 mg.

8) J. Allergy 38:183-192, September, 1966.
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