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people. It had struck all these individuals that my father

was one of the very few persons they had met who

was never heard to criticize others behind their backs

or to participate in such character assassination. Of

course, he was appropriately critical in professional re-

viewing, but at a personal and social level, he was truly

a model person. He was modest, kind, thoughtful, and

considerate to everyone and always visited when anyone

he knew was sick. He was always optimistic and equable

and extremely brave and stoic when it was necessary. He

was respected, loved, and appreciated by all who knew

him, worked with him, or were taught by him. His given

name was Jacob and the inscription on his tombstone in-

cludes the biblical verse ‘‘And Jacob was a perfect man,’’

a description that genuinely fits him well.
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Jack Pepys� contributions to the medical literature

In 1977, Professor Jack Pepys presented the J. Burns

Amberson Memorial Lecture at the annual meeting of

the American Thoracic Society.1 The Amberson lec-

turer is described by the American Thoracic Society

as ‘‘An individual with a career of major lifetime con-

tributions to clinical or basic pulmonary research and/

or clinical practice.’’ Professor Jack Pepys met those

criteria. PubMed lists 196 publications under his

name between 1953 and 1996; on 182 of these articles,

he was the primary, senior, or sole author.

Professor Pepys� early contributions, when he was

still in South Africa, were in clinical allergy. These

were followed by a series of studies on aspects of

the tuberculin skin test.2 As he remarked in his

Amberson lecture, ‘‘The presence of very high titers

of precipitating antibodies to polysaccharide antigens,

for example, of Mycobacterium tuberculosis in in-

fected guinea pigs, stimulated my interest in a search

in man for precipitins to common environmental aller-

gens. This was greatly facilitated by the introduction of

agar-gel precipitation tests.’’ This line of investigation

led to the publication, beginning in 1959, of a series

of papers in leading medical journals on subjects

such as the clinical and immunologic significance of
March 2009
Aspergillus fumigatus in the sputum,3 and human

precipitins against common pathogenic and nonpatho-

genic fungi.4 In 1962, this work led to the description of

precipitins against an extract of moldy hay in the sera of

patients with farmer’s lung disease.5 The following

year, the investigators identified Thermopolyspora
polyspora and, to a lesser extent, Micromonospora
vulgaris as major contributors to the farmer’s lung

hay allergen.6 They demonstrated the presence of

precipitins to extracts of the organisms and reproduced

the symptoms of farmer’s lung disease by inhalation

challenges in farmers with a history of farmer’s lung

disease who had serum precipitins to the organisms.

Further epidemiologic studies revealed positive reac-

tions on immunoelectrophoretic testing to farmer’s

lung hay antigens in 89% of 205 subjects regarded as

having farmer’s lung disease, and of these, 87% had

a positive test result to the antigens derived from

T polyspora.7 Professor Pepys later described studies

of precipitin reactions in bird fancier’s lung8,9 and

pituitary snuff reactions.10

Allergic bronchopulmonary aspergillosis was first

described by Hinson et al11 in 1952. In 1959, Pepys

et al3 described precipitins against A fumigatus in these

patients. He later described the characteristics of pa-

tients with this condition as typically presenting with

transitory pulmonary shadows on chest radiographs,

eosinophilia of blood and sputum, type I and type III

reactions to skin testing with A fumigatus, precipitin

to Aspergillus in 92% of patients� sputum, plugs con-

taining fungal mycelia in 56%, and sputum culture

positive for Aspergillus in 58%.12 He also described

proximal bronchiectasis and fibrosis, mainly of the

upper lobes in chronic cases. When he launched

the journal Clinical Allergy in 1971, he reported on

the clinical and immunologic characteristics of 111

patients fulfilling these criteria identified among 143

patients with pulmonary eosinophilia seen at the

Brompton Hospital in the previous 2 years.12

In 1969, Pepys et al13 reported the results of studies

of 3 workers in the detergent industry who were shown

to have asthma caused by sensitization to the enzymes

of Bacillus subtilis contained in the washing products.

The methods of evaluation included skin testing and an

inhalation challenge that demonstrated both early and

late asthmatic reactions. The previous year, Pepys

et al14 had reported that sodium cromoglycate blocked

both the early and late asthmatic responses to inhala-

tion of Aspergillus and serum of pigeons and parakeets

in sensitized patients. Cromoglycate again blocked the

responses to Bacillus subtilis enzymes. Over the ensu-

ing years, Pepys conducted a series of investigations in

patients with asthmatic reactions to occupational expo-

sures. In these challenges, which were conducted in a

small room at the Brompton Hospital, he generated

exposures to increasing concentrations of the relevant

occupation allergens by simulating the exposure that

occurred in the workplace. He described varying
J ALLERGY CLIN IMMUNOL
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FIG 1. Pepys� method of simulated occupational testing for chemical agents. Patient poured a mixture of agent and

lactose from pan to pan creating a dust for inhalation. Reprinted with permission from Pepys J, Pickering CA,

Loudon HW. Asthma due to inhaled chemical agents: piperazine dihydrochloride. Clin Allergy 1972;2:189-96.18

FIG 2. Results of inhalation challenge with piperazine/lactose mixture showing an isolated late asthmatic reaction

and blocking of the reaction by Intal (disodium cromoglycate). Reprinted with permission from Pepys J, Pickering

CA, Loudon HW. Asthma due to inhaled chemical agents: piperazine dihydrochloride. Clin Allergy 1972;2:189-96.18
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time courses of reactions to these inhalation challenges

including immediate, isolated nonimmediate, dual im-

mediate and late, and recurrent nocturnal asthma,3 and

often as well the protective effects of disodium cromo-

glycate and/or beclomethasone on these reactions.15

Among the occupational causes of asthma that he

documented using this approach, some were adminis-

tered as aerosols such as the enzymes of B subtilis,13

the urinary proteins of rats and mice,16 and water

from a contaminated factory humidifier.17

Most often, the suspected agent was mixed in in-

creasing amounts with lactose, which the patient

poured back and forth from one tray to another (Figs

1 and 2). This approach was used for piperazine hydro-

chloride18; wood dusts19; complex salts of platinum20;

products of antibiotic manufacturing such as ampicil-

lin, benzyl penicillin, 6-amino penicillin acid and re-

lated substances,21 spiramycin,22 tetracycline,23 and

intermediate products of sulbutamol24; wheat flour

for baker’s asthma25; and insect products such as

carmine26 and locusts from a breeding facility.27

When the occupational exposure resulted from fumes,

these were generated for the challenges, as with amino-

ethyl ethanolamine in aluminum soldering,28 colo-

phony (pine resin) soldering flux,29 and electronic

soldering30; epoxy resins containing phthalic acid an-

hydride, trimellitic acid anhydride, and triethylene tet-

ramine31; toluene diisocyanate as a component of

varnishes32; and fumes from persulfate salts and henna

used in hairdressing.33

Throughout his career, Professor Pepys maintained an

interest in and contributed to the literature of clinical al-

lergy. His first article, in 1951, was about negative skin

tests in allergic rhinitis and nasal polyposis.34 One of

his last articles, in 1994, was on skin prick tests in the eti-

ologic diagnosis of reactions to anesthetic and related

agents.35 Between these articles, he published articles

on skin prick testing technique,36 the spectrum of skin

test reactivity in patients with asthma,37 and the repro-

ducibility of skin prick testing,38 He reported studies

on the high prevalence of asthma among the population

of the Tristan da Cunha islands39,40 and was an early con-

tributor to the studies of house dust mite sensitivity.41-43

For 45 years, Professor Jack Pepys made numerous

original and significant contributions to the field of

allergy/immunology. For these contributions he received

many honors from medical organizations. However, per-

haps as great a tribute was that from his fellow physi-

cians, who for many years reported in their methods

skin prick tests according to the Pepys technique and oc-

cupational challenges according to the method of Pepys.

Harold S. Nelson, MD
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