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Benzanthin Penicillin G

Benzathine Penicillin G (BPG) is commonly used
for treatment of syphilis, erysipelas and group A
streptococcal disease.

Secondary prevention of rheumatic fever.
Deep intramuscular (IM) injection.

Prolonged duration of action compared to other
parenteral penicillins.



Benzanthin Penicillin G

February 2015 - the Israeli Ministry of Health's
Pharmacovigilance Department received 3
reports of deaths temporally associated with an
IM administration of BPG.

Subsequent investigations revealed 1 additional
death and 2 additional cases of severe, near-
fatal, adverse reactions to BPG.



Benzanthin Penicillin G
Cases from Switzeriand

A 10-year-old child with severe mitral insufficiency and
chronic endocarditis due to rheumatic fever in the past
received IM injections of 1.2 MU BPG every 3 weeks.

In June 2006, he received a routine dose under light
anesthesia with nitrous oxide.

A few minutes after the injection he went into cardio-
respiratory arrest, and in spite of immediate initiation of
cardio-pulmonary resuscitation, no electrical activity was
restored and the child died.



Benzanthin Penicillin G
Cases from Switzeriand

A 12-year-old child with severe mitral insufficiency and

atrial fibrillation due to rheum
monthly injections of BPG.
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Asystole was noted and cardiac activity was restored
after 30 minutes of resuscitation.

He was transferred to the hospital, but never regained
consciousness and passed away 2 days later.
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Case Report

A full-term healthy male infant, delivered
vaginally, showed intermittent periods of
difficulty in breastfeeding and lethargy starting
on day 7/

During a well-baby pediatric visit on day 11,
the pediatrician noted that the baby had
regained his birth weight

Koren G et al, Lancet 2006;368:704



Case Report

On day 12 the baby had grey skin and his milk
intake had fallen

The baby was found dead on day 13
PM analysis showed no anatomical anomalies

Koren G et al, Lancet 2006;368:704



Case Report

The mother had been prescribed a
combination preparation of codeine 30 mg and
paracetamol 500 mg after birth for episiotomy

pain (for 2 weeks)

Koren G et al, Lancet 2006;368:704
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Case Report

Codeine — metabolized by CYP2D6

The mother — UM (somnolence,
constipation)

The neonate, the father and the
grandfather — EM

The maternal grandmother — UM

Koren G et al, Lancet 2006;368:704



Case Report

In the milk — day 10 — morphine concentration
was 87 ng/ml

The typical range of milk concentrations after
repeated maternal codeine is 1.9-20.5 ng/ml
at doses of 60 mg every 6 hours

Koren G et al, Lancet 2006;368:704



Case Report

Blood concentration of morphine (the active
metabolite of codeine) was 70 ng/ml

Neonates breastfed by mothers receiving
codeine typically have morphine serum
concentrations of 0-2.2 ng/ml

Koren G et al, Lancet 2006;368:704
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More Codeine Fatalities After Tonsillectomy in North
American Children. Kelly et al; Pediatrics 2012;129:e1343-

e1347
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Racoosin JA et al. New evidence about an old drug-
Risk with codeine after adenotonsillectomy. N Engl J
Med 2013

nYwn 'RI7 NIWSIN 'NIFT XN nnson nx o FDA —n
. 2012 71w1 1969

DY 9 -7 wTIn 21 "2 yva 0

NN DT pn 3 TIvi 0'o0n nim M pn 10 nn7ar nnyo
J'NTI72 0791002 DN |DON

J'NTI? 7¢ D'721pPn D' 172 0710

NN'YIN DT NPT Oy 3,NMIVPR7'01IVITR TNX7 I'n 071N 8
.011'"7uN

N1'N2N INIT 3 ,NIN902 1N01IS DN'VISY D T?7' 7 A7
UM -nax 1nx JEM -o 1nir 3 ,UM ->H> n'onmax



Racoosin JA et al. New evidence about an old drug-
Risk with codeine after adenotonsillectomy. N Engl J
Med 2013
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Codeine should not be prescribed for breastfeeding
mothers or children under the age of 12

Lazaryan Moranl, Shasha-Zigelman Chen!, Dagan Zachi?,
Berkovitch Matitiahu?
Acta Pediatrica - 2015 Jun;104(6):550-6
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Fluoroquinolones in Pediatric Patients:
No More "Off-Label Use"™

Young animals

Musculoskeletal adverse effects
Arthralgia

Arthritis



Fluoroquinolones in Pediatric Patients:
No More "Off-Label Use"™

During the period 1968 to Feb 2015, the Israeli MOH did
not receive spontaneous reports regarding FQs in
children.

The VigiLyze program identified 192 ADR reports in
children related to FQs: arthralgia, arthropathy, myalgia,
and tendon injury. Most ADRs were transient and
reversible.



Fluoroquinolones in Pediatric Patients:
No More "Off-Label Use"™

The literature search indicated that although
musculoskeletal ADRs are not uncommon, they are mild,
transient, and not necessarily due to FQs.

Joint MRI, performed in some of the studies, did not
reveal cartilage damage.



The Safety of the New Quinolones in
Pregnancy.

38 women treated with quinolones

38 women treated with other antibacterial
therapy

Mostly UTI
No increased risk of malformations

M. Berkovitch et al. Obstetric and Gynecology
1994,84:535-8.



Pregnancy outcome after prenatal
quinolone exposure.

Multi center study in Europe by ENTIS

549 women exposed to quinolone
Malformation rate of 4.8%

No specific pattern of congenital anomalies

Schaefer C et al. Eur. J. Obstet&Gynecol
1996;69:83-89.



Ciprofloxacin -Ciprodex

Broad spectrum antibiotic for infections caused
by ciprofloxacin sensitive pathogens: invasive
infections of the external ear.

Treatment of acute pulmonary exacerbation of
cystic fibrosis associated with P. Aeuruginosa
infections in pediatric patients aged 5 — 17
years.



