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ABSTRACT

Anaphylaxis is an acute, life threatening event that can progress
extremely rapidly. External allergens as causations have been
identified over the last century. The most recently identified type of
anaphylaxis is not caused by any external allergen and has been
termed Idiopathic Anaphylaxis (IA). Two major types are Gener-
alized or Angioedema with airway obstruction. IA is also classified
by frequency of episodes and response to therapy. Therapy con-
sists of acute emergency therapy and induction of remissions using
prednisone, beta agonists, and H, blockers. Control and remission
are usually induced. IA occurs at all ages, and pediatric and
geriatric 1A are often special problems, as is a psychogenic form
where no true reactions occur. Although appropriate management
of IA, in general, has a good prognosis, several problems exist.
Among these are failure to accept IA as an entity or in an
individual case by physicians and patients. A different problem
occurs when the recommended treatment is used and there s
control of 1A, but only with persisting high doses of prednisone.
This is corticosteroid dependent IA. The lack of defined mecha-
nisms that will lead to improved therapies and wider acceptance of
IA as an entity remains a major problem. Undifferentiated So-
matoform 1A is a serious management problem for physicians.
(Allergy and Asthma Proc 20:311-315, 1999)

Anaphylaxis is a generalized allergic reaction and a
medical emergency that can result in death within
minutes. A classification of anaphylaxis is shown in
Table I.
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HISTORICAL ASPECTS

gE mediated anaphylaxis was first documented in 2641
B.C., when King Menses was stung to death by a wasp
or hornet according to hieroglyphics.' The first scientific
description of anaphylaxis was in dogs, secondary to an
allergic reaction to toxin from a sea anemone.” As allergenic
substances became available, such as horse serum used as
an antitoxin, reports of anaphylaxis occurred, and penicillin
was identified as a major problem in the mid 20th century.
Thus, the allergen had to be available for anaphylaxis to that
agent to be described.
Idiopathic Anaphylaxis (IA) was first described in 19782
A point to consider is that anaphylaxis to hymenoptera
stings was first apparent in 2641 B.C., but correlation of
food anaphylaxis was not defined until early in the 20th
century and was initially termed food “poisoning.”™ Thus,
food anaphylaxis (like hymenoptera anaphylaxis) probably
existed for thousands of years. Similarly, it can be postu-
lated that IA did not have its onset in the last quarter of this
century, but occurred for thousands of years without recog-
nition of what the disease was. Unfortunately, the diagnosis
is frequently missed even at the present time.

CLASSIFICATION OF 1A

s increasing numbers of cases of IA were seen, it
became possible to classify the cases in terms of
major clinical presentation, i.e., Generalized (G) or life
threatening Angioedema (A). Further, the frequency of ep-
isodes were classified as frequent (F) or infrequent (I). The
current classification of IA is shown in Table II

TREATMENT OF IA

As increasing numbers of cases of 1A were seen, both
acute and preventative treatment regimens were de-
signed and used. These were initially based on regimens
used to prevent radiographic contrast media reactions® and
are shown in Figure 1. These treatment regimens were
shown to be effective.®’ The outcome of these treatment
regimens is diagrammed in Figure 2.

In general, the outcome of treatment of TA has a good
prognosis. Most patients are off prednisone within 1 year of
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TABLE 1

Classification of Anaphylaxis

Type Mechanism

Examples of Causes

IgE mediated anaphylaxis
on mast cells

Anaphylactoid A. Opiates

B. Radiographic contrast media

Exercise induced Uncertain
Food and exercise induced Uncertain
Idiopathic anaphylaxis (IA) Uncertain
Undifferentiated Psychogenic

somatoform IA (USIA)

Antigen reacts with IgE antibody

Foods, insect venoms, drugs, foreign serum, latex,
allergen injections

A. Direct stimulation of mast cells
B. Mechanism unknown

Running causes anaphylaxis

A specific food plus exercise results in
anaphylaxis

Sudden spontaneous onset of generalized
anaphylaxis or life threatening angioedema

Patient describes symptoms of TA but these are
never objectively documented

TABLE II

Classifying Idiopathic Anaphylaxis (IA)

Disease

Symptoms

Generalized (G)
Angioedema (A)
Frequency of episodes

Urticaria or angioedema with bronchospasm, hypotension, syncope
Angioedema with upper airway compromise (laryngeal, pharyngeal, tongue)
More than 6 times per year: frequent (F)

Less than 6 times per year: infrequent (I)

Summary of diagnoses

IA-G-F, IA-A-F, IA-G-1, TA-A-I

Variations of IA Diagnoses

Corticosteroid dependent 1A
(CSD-1A)

Malignant 1A (M-IA)

Applied when a patient is controlled by prednisone, but has recurrent episodes
of A below a threshold dose of prednisone

Applied when a patient requires high doses of prednisone to control 1A. The

doses of prednisone were arbitrarily set at 30 mg daily or 60 mg on alternate
days, but much higher doses may be required.

IA-Questionable (Q)

Applied for a patient with possible IA where documentation of objective

findings are unsuccessful and diagnosis is uncertain.

[A-Variant (V)

Applied when symptoms of IA vary from classic IA. [A-V may subsequently be

classified as TA-A, TA-G, TA-Q, or USIA.

Undifferentiated somatoform IA

Symptoms mimic IA but not objective findings are documented, and the

(USIA) symptoms are not responsive to the regimen for 1A.

initiation of treatment. This is in contrast to the outcome of
patients with severe prednisone dependent asthma.

SPECIAL PROBLEMS IN 1A

Undifferentiated Somatoform IA
his diagnosis defines patients who have a psychiatric
disease and express this by reporting symptoms that
appear to be IA.® The diagnosis is one of exclusion by
failure to find objective evidence of documentation of phys-
ical findings consistent with IA in Emergency Service ex-
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aminations and usually failure to respond to the regimen for
IA. The prognosis is poor as the concept of psychiatric
disease is rejected by the patient and sometimes by the
personal physician. These patients may be treated with
excess doses of prednisone with the expected side effects.

Pediatric [A

here is a lower incidence of IA in the pediatric popu-
lation, but this does occur and is frightening to pa-
tients and families.>'® Fortunately, the pediatric 1A cases
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Patient presents with anaphylaxis
or history of anaphylaxis

Immediate assessment of possible allergens, exercise etc.
If no identifiable cause, manage as IA.

Determine frequency of prev
IA-F o

ious episodes. Classify as
)

IA-]

/

I

PROGRAM FOR IA-F
1. Arrange acute treatment
2. Prednisone 60 mg as

single a.m. dose
3. Albuterol 2 mg t.i.d.

1. Epipen

ACUTE TREATMENT

2. Prednisone 60 mg
3. Hydroxyzine 25 mg )
4. Go to nearest emergency service

PROGRAM FOR |A-|
1. Arrange acute treatment
2. No chronic medication
3. Defined return visit to
assess reponse and

4. Hydoxyzine 25 mg t.i.d.
5. Return visit defined: 1 week

LONG TERM PROGRAM, IA-F
1. Continue all medications
2. Prednisone daily until A controlled
3. After 1-6 weeks convert to
alternate day prednisone at higher dose
4. Reduce prednisone by 5-10 mg/dose/month
5. If episode of IA occurs repeat steps 2,3, and 4

compliance

PROGRAMS FOR BOTH IA-F AND IA-]
1. See that Epipen and medications are with patient
2. Review emergency plan
3. If patient lives at a distance make arrangements
with local physician
4. Instruction on how to contact managing physician
5. EDUCATION
-Emergency treatment
-Understanding I1A
-Information sheets on IA
-Prognosis is usually good

Figure 1. Algorithm for the management of idiopathic anaphylaxis. From Patterson R, Harris KE. Classification of idiopathic anaphylaxis
(1A) and an algorithm for the management of IA. In Patterson R. (Ed.) Idiopathic Anaphylaxis. Providence, Ri: Oceanside Publications, 22,

1997.

respond to the same regimen developed for adult cases of
TA, with appropriate adjustment of doses for body weight.

Fatalities from A

atalities have been reported'' and it is very likely that

far more fatalities have occurred than have been re-
ported because of failure to describe the disease for decades
(or centuries as described in the introductory statements)
and failure to make the diagnosis even at the present time.

Corticosteroid Dependent 1A
his refers to patients whose prednisone dosage cannot
be lowered below a certain threshold. Zaditen (keto-
tifen), a mast cell stabilizer not available in the U.S., is
helpful in many such cases.'?

Patient Education

Patients with IA, and at times the referring physician,
may not accept the diagnosis and lack of an external
allergen as a triggering event. Further, the use of prednisone

Aliergy and Asthma Proc.

alarms some patients and their personal physicians. For
these reasons we published a book on IA, from which we
receive no royalties, so that a comprehensive source of
information was available to patients and their physicians.'?

Potential Mechanisms of TA

hese have been discussed in detail by Grammer.'* The
explanation for IA reactions is unknown, and it may
be decades before the mechanisms are established for IA-G
and TA-A. These two types of IA may differ in the mech-
anisms responsible. Possible mechanisms to be considered
are as follows. An autoimmune mechanism such as IgG
antibodies against IgE fixed to mast cells or IgG antibodies
against the IgE receptor on mast cells are both possible
mechanisms. The action of histamine releasing factors is
another mechanism to be studied. A major problem in
evaluating mechanisms is that patients with [A-F must have
treatment started immediately to prevent fatalities, and the
mechanism responsible for IA may be altered by the TA
therapeutic regimen.
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Figure 2. Two outcomes of therapy for IA-G-F. A. Daily prednisone is converted to alternate day prednisone, reduced, and discontinued. The

rate of prednisone reduction depends upon the history, experience, and judgment of the physician. B. Prednisone does not control episodes
and no objective evidence of IA is documented. Rapid reduction and discontinuation of prednisone is carried out as the patient has
undifferentiated somatoform IA. From: Patterson R, Harris KE. Patterns of response to management of idiopathic anaphylaxis and ketotifen
in management of idiopathic anaphylaxis. In Patterson R. (ed.) Idiopathic Anaphylaxis. Providence, RI: Oceanside Publications, 35, 1997.

REFERENCES

314

McGrath KG. Anaphylaxis. In: Allergic Diseases: Diagnosis and
Management, 5th ed. Patterson R, Grammer LC, Greenberger PA
(Eds). Philadelphia: Lippincott-Raven, 439458, 1997.

Portier P, Richet C. De I’action anaphylactique de certaines venins.
Compt Rend Soc Biol 54:170-172, 1902.

Bacal E, Patterson R, Zeiss CR. Evaluation of severe (anaphylactic)
reactions. Clin Allergy 8:295-304, 1978.

Cohen SG. Landmark Commentary: Smith, Cole, Thayer and the
scratch test. Allergy Proc 11:189-192, 1990.

DeSwarte RD, Patterson R. Drug Allergy. In: Allergic Diseases: Diag-
nosis and Management, 5th ed. Patterson R, Grammer LC, Greenberger
PA (Eds). Philadelphia: Lippincott-Raven, 317-412, 1997.

Wiggins CA, Dykewicz MS, Patterson R. Idiopathic anaphylaxis:
Classification, evaluation, and treatment of 123 patients. J Allergy
Clin Immunol 82:849-855, 1988.

September-October 1999, Vol. 20, No. 5



Ditto AM, Harris KE, Krasnick ], Miller MA, Patterson R. Idiopathic
anaphylaxis: A series of 335 cases. Ann Allergy Asthma Immunol
77:285-291, 1996.

Choy AC, Patterson R, Patterson DR, Grammer LC, Greenberger PA,
McGrath KG, Harris KE. Undifferentiated somatoform idiopathic
anaphylaxis. J Allergy Clin Immunol 96:893-900, 1995.

Ditto A, Krasnick J, Greenberger PA, Kelly KJ, McGrath K, Patter-
son R. Pediatric idiopathic anaphylaxis: Experience with 22 patients.
J Allergy Clin Immunol 100:320-326, 1997.

Hogan MB, Kelly MA, Wilson NW. Idiopathic anaphylaxis in chil-
dren. Ann Allergy Asthma Immunol 81:140-142, 1998.

Allergy and Asthma Proc.

1.

12.

14.

Patterson R, Clayton DE, Booth BH, Greenberger PA, Grammer LC,
Harris KE. Fatal and near fatal idiopathic anaphylaxis. Allergy Proc
16:103-108, 1995.

Patterson R, Harris KE. Patterns of response to management of
idiopathic anaphylaxis and ketotifen in management of idiopathic
anaphylaxis. In: Idiopathic Anaphylaxis. Patterson R (Ed.). Provi-
dence: Oceanside Publications, Inc., 33-44, 1997,

Patterson R (Ed). Idiopathic Anaphylaxis. Providence: Oceanside
Publications, Inc., 1997.

Grammer LC. Potential mechanisms of idiopathic anaphylaxis. In:
Idiopathic Anaphylaxis. Patterson R (Ed). Providence: Oceanside
Publications, Inc., 59-64, 1997. (]

315



CURRENT BOOK

COLUMBUS AND THE NEW WORLD:
MEDICAL IMPLICATIONS

Edited by GUY A. SETTIPANE, M.D.
Clinical Professor of Medicine
Brown University, Providence, RI

"...] have been using as a textbook The Columbian Exchange by Crosby, for the last
four years. However, / have been looking for a book with information that students
could apply better" | think this book provides the (reader) not only with the historical
context but also with the legacy of the exchange in our present times...We will adapt
this excellent book as one of the textbooks for the course, Columbus and His Time."
History and Honors Program, Atlantic Union College

"...One need not be a professional historian or medical specialist to find enjoyment ill
its provacative detail, tantalizing illustrations and illuminating discussions  of unusual
topics." Providence Journal, October] 9. 1995

This new International book is unique In that modern medical knowledge was used to answer
the many puzzling questions about diseases that devastated the Native American Indians
(Amerindians). For example, why were the Amerindians so susceptible to European
childhood diseases? Why were these diseases so severe as to cause millions of
Amerindians to die? What were these diseases? How were they transmitted to the Native
American Indians? What diseases did the Indians introduce to the Europeans? What role
did swine influenza play?

The new techniques of HLA tissue typing have enabled us to analyze the genetics of present
day Amerindians. Did the incorporation of new genetic material from the old world enable the
Native Indians to fight infections better? What percentage of the present day Indian
population have European, Oriental, and African HLA blood and tissue types?

In this book we have gathered some of the world's great medical specialists to
help answer these questions. These specialists include health scientists from Mexico,
Ecuador, France, Belgium, Canada and the U.S.A. Three of the United States authors are
from the National Institute of Health at Bethesda, Maryland. One author is the Minister of
Public Health of Ecuador (Plutarco Naranjo, M.D.). The opinions and conclusions from these
experts are based on the best scientific knowledge available today.

To order: remit check or money order, $49.50 (Hardcover) to

OceanSide Publications Inc. 148 pages

95 Pitman Street 36 lllustrations

Providence, Rhode Island 02906 U.S.A. ISBNO-936587-07-5
Phone (401) 331-2510

Visa/MasterCard accepted FAX(401) 331-5138

Outside U.S.A. please add $30.00
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first appearance of a skin rash or any other sign of hypersensitivity.

Antacids containing magnesium or aluminum, as well as sucralfate, metal cations
such as iron, and multivitamin preparations with zinc, or Videx"*(didanosine)
chewableJbuffered tablets or the pediatric powder for oral solution, should be taken
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predispose to seizures or lower the seizure threshald (e.g., severe cerebral arteriosclerosis, epilepsy) or in the presence of ather risk
factors that may predispase 10 seizures or lower the seizure threshold (e.g., certain drug therapy, renal dysfunction). (See WARN-
INGS and Drug Interactions.}

As with other quinolones, disturbances of blood glucose, including hyper- and nave Deen reported,

usually in diabetic patients receiving concamitant treatmeni with an oral ic agem (e.g., i or with

insulin. In these patiams careful momlonng 01 hlood glucuse is rewmmended It & hypogtycemic reaction occurs in a patient being
and )

human dose based on surface area or body weight, respectively.

There are, however, no adequate and well-controlled studies in pregnant women. Levofloxacin should be used during aregnancy only
il the potential benefit justifies the potential risk to the fetus, (See WARNINGS.)

Nursing Mothers:

Levaftoxacin has not been measured in human milk. Based upon data from ofioxacin, it can be presumed that (evafloxacin will be
excreted in human milk. Because of the potential for serious adverse reactions from levaftoxacin in nursing infants, a decision shoutd
be made whether o discontinue nursing or to discontinue the drug, laking into eccount the importance of tha drug to 1he mother.
Pedlatric Use:

Safety and eﬂeclweness in pediatric patients and ndolesoems below the age of 18 years have nat heen established. Quinolanes,
Including cause y and in juvenile animals of several species. (See WARNINGS.)

ADVERSE REACTIONS

The incidence of drug-refated adverse reactions in panems during Phase 3 clinical trials conducted in North America was 6.2%.
Amang patients receiving therapy, 3.4% di therapy due to adverse experiences.

In clinical trials, the following events were considered likely to be drug-related in patients receiving levaflaxacin:

nausea 1.3%, diarrhea 1.1%, vaginitis 0.7%, pruritus 0.5%, abdominal pain 0.4%, dizziness 0.4%. flatulence 0.4%, rash 0.4%. dys-
pepsia 0.3%. genital moniliasis 0.3%, insomnia 0.3%, tasta perversion 0.2%, vomiting 0.2%, anorexia 0.1%, anxiety 0.1%, consti-
pation 0.1%, edema 0.1%, fatigue 0.1%, fungal infection 0.1%, headache 0.1%, increased swealing D.1%. leukorrhea 0.1%, malaise
0.1%, nervousness 0.1%, sleep disorders 0.1%, tremor 0.1%, urticaria 0.1%.

In clinical trials, the following events accurred in >3% of patients regardiess of drug refationship:

nausea 7.1%, headache 6.4%, diarrhea 5.6%, injection site reaction 5.6%, insomnia 4.0%.

In clinical trials, the following events occurred in 1 ta 3% of patients, regardless of drug relationship:

constipation 2.9%, dizziness 2.9%, injection site pain 2.7%, abdominal pain 2.6%, dyspepsia 2.5%, vomiting 2.2%, rash 1.7%, flat-
ulence 1.6%, vaginitis 1.6%, injection site inflammation 1.5%. pruritus 1.5%, tatigue 1.3%, back pain 1.2%. pain 1.2%, chest pain
1.1%, pharyngitis 1.1%, rhinitis 1.1%. taste perversion 1.0%.

In clinical triats, the following events occurred in 0.5 to less than 1% of patients, regardtess of drug relationship:

anorexia, anxiety, arthralgia, coughing, ry mouth, dyspnea, ear disorder (not otherwise specified), edema, fever, fungal infection,
genital pruritus, increased sweating, skin disarder, somnalence.

In clinical trials, the following events, of potential medical importance, occurred at a rate of tess than 0.5% regardiess o drug relationship:
abnormal coordination, abnormal dreaming, abnormal hepatic function, abnormal platelsts, abnormal renal function, abnormal vision,
acute renal faiture, aggravated diabetes mellitus, aggressive reaction, agitation, aremia, angina pectoris, ARDS, arrhythmia, arthri-

treated with therapy should be initiated immediately. lis, arthrosis, asthenia, asthma, atrial fibriflation, bradycarma cardiac amest, cardiac (ailure, carcinoma, cerebmvascnlar disorder,
(See Drug Interactions and ADVERSE REACTIONS) cholelithiasis, cuo.nalnry failure, coma, canfusion, conj ions (seizures), coronary ion, delifum,
As with any potent antimicrobial drug, periodic of organ system functions, indluding renal, hepatic. and diplopia. dysphagia, . embolism (i emotional lability, epistexis, erythema nodasum. face adema,
is advisabla during therapy. (Se¢ WARNINGS and ADVERSE REACTIONS.} gasto genilat G.\. hemarthag ation, heart °‘°d‘h;‘:&:‘:
informnation for Patients: slon, hypoxia, impaired cancentration, impotence, lm:reased LDH, involuntary muscte contraclions, jaundice, leukocytosis, laukope-
Patlents should be advised: nia, lymphadenopathy, malaise, manic reaction, mental i muscle myalgia, il infarction, nervousness,

to drink fiuids liberally;

that levofioxacin may cause neurclogic adverse efects {e.9.. dizziness, lightheatedness) and that patients shoutd know how they

react to ievotioxacin betore they operate an automobile or machinary or engage in ather activities requiring mental alertness and

(See and ADVERSE

to discontinug treatmant and inform their physician if they experience pain, inflammation, or rupture of a tendon, and to rest and

refrain from exercise untit the diagnosis of tendinitis or tendon rupture has been confidently excluded;

« that in may be iated with reactions, even following the first dose, and to discontinua the drug at
Ihe first sign of a skin rash, hives or ather skin reactions, a rapi heartheat, difficulty in swallowing or breathing, any swelling
suggesting angioedema (e.g., swelling of the lips, tongue, face, tightness of ihe [hoat, hoarseness), or other symptoms of an
allergic ceaction. (See WARNINGS and ADVERSE REACTIQNS);

palpitation, pancreatitis, paraesthesia, paralysis, paranoia, parosmia, phiebitis, pleural effusion, postural hypotension, pseugomem-
branous colitis, purpura, respiratory insufficiency, mabdamyo!ysns rigors, skm exfoliation, skin ulceration, sleep
disorders, speech disorder, stupor, chest pain, syncope, synovitis, tachycardia, tendinitis,
thromhocytopenia, tinnitus, tongue edema, tremor. urticaria, ventricular tibrillation, vertigo, welgm decrease, WBG abnormal (nol
otherwise specified), withdrawal syndrame.

In clinical trials using multiple-dose therapy, ophthalmotogic abnormalities, incfuding cataracts and multipie punctate tenticular

apacities, have been noted in patients undergoing treatmend with other quinolanes. The relationship af the drugs to thesa events is
nol presentty established.

Crystailuria and cylindruria have been reparted with other quinolones.
The (olluwmg laboratory abnormalities appeared in 2.1 to 2.3% af patients receiving levafloxacin. it is nol known whather thasa

{0 avoid excessive sunlight or artificial ultraviolet light while receiving in and to di
skin eruption) oceurs;

that if they ara diabetic and are being treated with insulin or an oral ic agent and a ic reaction ocours,
they should discantinug levofioxacin &nd consult a physician. (See PRECAUTIONS: General and Drug Interactions.)

that convulsions have been reporied in patients taking quinolones, including levofloxacin, and to notify their physician betore
taking this drug if there is a history of this condition.

that it therapy with oral levafloxacin is initiated, then (1) antacids as well as sucraifate, metal
cations such as iron, and mutlivitamin preparations wilh zing or Videx®, (didanosine), cnswantelbuﬂerad tablats or the pediatric
powder for orat solution should be taken at leas! two hours before or two hours after tevoftoxacin administration. (See Drug
Interactions); and (2} oraj levofloxacin can be taken withoul regard lo meals.

therapy icity {.e.,

Drug Interactions:

Antacids. Metal Cations,

LEVAQUIN Injection: There are no data ing an i ign of with oral antacids, sucratfate, multivit-

amms Vdexo (Dldanosmei or metal cations. Nowevev no qumolane should ba with any sofution ining mutti-
eg through the (See DOSAGE AND ADMINISTRATION in full Prescribing Infarmation.)

LEVAQUIN Tablets: Whila the chelation hy divalent cailnns is less marked than with other quinoiones, concurrent administration
af LEVAQUIN Tablets with antacids ar as well as metal cations such as iron, and
muitivitamin preparations with zinc may interfere with the intesti of in, resulting in systemic levels
cansiderably lower than desired. Tablets with antacids containing magnesium, aluminum, as well as sucralfate, meial cations such as
iron, and multivilamins preparations with zing or Vdax@ (Dldanosma) chewable/buffered tablets or the pediatric powder for oral
solution may substantially interfere with the gastroi in, resulting in systemic levels lower

were caused by ihe drug or the underlying condition being treated.

Btood Chemistry: decreased glucose

Hematology: decreased lymphocytes

Post-Marketing Adverss Reactions:

Additional adverse events reported from ide post i l wilh in include:
allergic ic shock, id reaction, ia, abnormal EEG,

multiforme, hemolytic anemia, multi-system organ failure, Stevens-Johnson tendon rupture,
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