the phosphorus was 3.5 mg/100 ml. U yis ‘disclosed no
abnormalities. On June 17, following induction 'of labor

* by intravénously administered oxytocin ‘and.’ amniotomy,
she was delivered of a healthy male infant .weighing 3,448

“gm (71b 9 oz). The calcium and phosphorus concentrations
of the cord blood taken at the time of delivery were 10.3
mg/100 ml (normal: 9 to 1} mg/100 ml) and 6.8 mg/100
ml (normal: 4 to 7 mg/100 ml), respectively. When  the. - 7. ¥,
infant was 5 days old, the concentrations of calcium and _ Obst Gynec:88
phosphorus in his serum were 9.3 and 89 mg/100 ml, ' 8. Wagner,
respectively. The postpartum course of both mother and in.  thyroidism
fant were uneventful. R

R T LR

Comment

The case reported illustrates the advisability of
searching for maternal hyperparathyroidism by
measurement of maternal serum calcium and phos-
.phorus levels in a woman whose infant : develops
neonatal tetany or convulsions, even. though the
mother may be asymptomatic. There .have been .

n several instances>>” of kno
£ foidism.ir en
;0r.it 'was purposely postponed: until
was - completed,” without apparen
Seeesy “mother or infant. However, postponement ¢
B +:<until after pregnancy carries the possibility
%--toxic maternal hypercalcemia with' th
¥..cium values rising to high levels-an
trauterine death.” There also app
mcreased incidence of spontaneous
anaturity, and perinatal death.*
~Surgery was postponed in:our :
~ond timester of pregnancy to avoid'the
ibility of spontaneous abortion orothe
he conception stemming from anesthesia
-Jor surgical procedure during th first
¢ The present case is, to our knowledge, o
<ond to be described in which su
h;exploration has been
'wiﬂ;.;thei:nbsequent- delivery .of
term. In a previous report® summanzmg : ,
cations of maternal hyperparathyroidism:
regnancy; the recommendation was made th
gical exploration for a parathyroid adeno ]
be carried out when the diagnosis is'made &
the pregnancy. That extensive surgi explo
;- 1or -a. parathyroid adenoma is feasible Juxing
nancy;’without harm tc the mother:¢uithet
émonstrated by the case reported.- h
by the previous case of Petit and Clark.”
T his investigation was supported by grant 3.MO-1':FR-40 :
;l;:‘l (t.’;l:mcal Research Center from the National - Institutes of -

Henry Royster, MD, performed the surgical exblorntion in
January 1965. :
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Feinate; without incident, and was discharged. Other medi- -
Regtions, given less than six hours before the reaction,
[ included digitalis, heparin sodium, morphine sulfate, and
! tetracycline hydrochloride. ) .
Approximately one year earlier, generalized pruritus de-
veloped immediately following an injection of penicillin for
E bronchitis. Ten months before admission, the patient ex-
] perienced severe conjuctival irritation while mixing a vial
. of penicillin. Several days later, when the patient was walk-
. ing through a room where a penicillin injection had been
b administered intramuscularly to a patient in the nursing
. home, severe dyspnea and itching developed. At a local
B hospital, angioneurotic edema of the face and lips and gen-
b eralized urticaria were documented. This cledred with ap-
propriate therapy. The patient denied a history of hay
t fever or asthma and was not known to be allergic to any
. other drugs.
A prick test subsequently performed to penicilloyl-poly-
lysine (12 X 10-° M) was positive three weeks after the
b anaphylactic reaction. A prick test with cephalothin sodium
 (0.15 mg/ml) was negative. Further prick and intradermal
j testing with this drug and penicillin were not done because
i of the known cardiac disease. Passive transfer tests were
b performed with the patient’s serum and with use of a healthy
* adult who had no background of atopy. Immediate positive
reactions to intradermal administration of’ penicillin G
¥ (10 M) and penicilloyl-polylysine (12 X 10-® M) were
k obtained 24 hours after transfer. No response was found
to cephalothin in concentrations below those which produce
p nonspecific irritant reactions in control skin sites, :

F

Comment

Three previously reported cases of anaphylaxis
to cephalothin in patients with a history of peni-
cillin allergy®® are summarized in the Table. It is
noteworthy that three of these four patients had

| previously experienced an immediate allergic reac-

tion to penicillin, suggesting that this type of pa-

. tient has a greater risk of a severe reaction from

¢ cephalothin therapy. -

[ The chemical structure of both penicillin G and
cephalothin includes a four-membered B-lactam
ring between two cyclic portions. The similarity in

structure is readily appreciated in the Figure. Be-

t cause of this structural resemblance, the clinical

- evaluation of cephalothin, the first widely available

¢ cephalosporin C derivative, was closely observed in
patients allergic to penicillin for evidence of possible
cross-reactivity. Early reports indicated a lack of -
cross-allergenicity between cephalothin and peni-
eillin by both skin tests performed in patients with
known allergy to penicillin® and in a survey of

. cephalothin usage in such patients.® However, re-

~ cent evidence has accumulated to demonstrate that

I Cross-allergenicity does occur both in humans and -

in laboratory animals. v

i In addition to the four cases summarized here, -

| Several investigators have reported patients with
nown allergic reactions to penicillin in whom posi-
tive intradermal skin tests to cephalothin devel-
%ped. Among eight patients who had had anaphy-
lactic reactions to penicillin, Perkins and Saslaw*

ound one who reacted to intradermal administra-
hor} of cephalothin. None of 14 patients who ex-
penienced delayed serum sickness reaction to peni-
cillin showed cross-allergenicity. Two other isolated
Cases of patients with allergy to penicillin showed
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Cases of Anaphylaxis®

Case No., Reaction b

Reaction te
Primary Disease Penicillin Cophaiothin
Kabins , Urinary tract Penicillin Nyrotensivc, wheez-
et 218 infection; non- Puritus and ng, and unrespon-
seasonal hay angioneurotic  sive within 2
fever; post- edema 10 minutes
cholecys- minutes after
tectomy injection

Rothschitd .M Cellulitis; hidra-  Pruritus and _ Apens and no blood the‘,'ef% ’
and Doty? denocarcinoma  urticaria 10 pressure within excephons :
oo . e 0

of the axilla minutes after  minutes
methicillin cross-reactions
sodium LA R :
injection
Drug fetter® . F..Tooth abcess; History of Pruritus, dyspnea,
sarcoidosis; ‘‘rash’’; no and angioneurotic
convulsive other detsils edema
disorder

Collulitis; post-  Generalized  Whaezing and sbaent
myocardial pruritus, blood pressure
inf!rc.u;A urticaria, within 30 seconds

y an, ic
ed:ma, and

dyspnea

“Summary of the important festures of the reported anaphylactic reactions to
cephalothin in patients who are allergic to penicillin. All patients recovered after
receiving appropriate therapy. ’

who

'

lenic acid. As cephalosporin C could not be con-
verted to this intermediate, it was reasoned that
: the penicilloyl group would not be important in
¢ allergic manifestations to these drugs. Reinvesti:"
. gation,’” however, has suggested that the direct -
" penicilloylation of carrier protein is a relatively
easy and general route to the penicilloyl antigenic
determinants in vivo. Cephalosporin C derivatives
react with epsilon-amino groups, giving conjugates
. With certain physical properties resembling the pen-
~ icilloyl conjugates.”” The Figure compares the struc- -
ture of the penicilloyl protein conjugate with the . -
proposed cephalothin analogue. The central identity,
*oriented between two similar ring systems, is ap-
"« parent. :
" As the animal studies suggest that the penicilloyl
group is important in this cross-reactivity, it should
be noted that our patient gave an immediate posi-
tive skin test with penicilloyl-polylysine and that
the skin sensitizing antibody directed to this de-
terminant could be passively transferred to the skin-
" of a normal recipient. Two of the three patients
discussed previously, who were allergic to penicillin
and who gave positive intradermal skin tests to
cephalothin, also exhibited immediate positive in-
tradermal skin tests to penicilloyl-polylysine.**
The third, who is probably identical to the patient
. in case 3 in the Table, gave a positive delayed re-
. action.” The reaction of this patient was also the -
‘least severe of the four summarized in the Table, ~ - .
* With the number of patients who are allergic to *
penicillin and who have probably been treated with
cephalothin on the basis of the early reports of -
safety, it is indeed surprising that only four severe
anaphylactic reactions apparently have been re- PR, o]
ported. This suggests the antibody in penicillin ai- ,mmm,i,’ﬁ':m&“z‘},,?}‘%&
lergy has less affinity for cephalothin than for peni- p;(t;,ofw- %1,; and'n?:w
cillin. Only if the antipenicillin ant:body has a , of Penicillin Allergy: The Direct Resctin
very high affinity in cross-reaction to cephalothin Ew&m%mﬁmm;?ﬁﬂ
will a clinical reaction develop in the patient when  Allergy: The Formation of the Penicille
he is treated with this drug. Indeed in most of ’ ‘ —
the reports demonstrating cross-allergenicity and '13,1&%,.??}1%% e
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