Coccidioidomycosis during

pregnancy




Background




Hi Heather,
| have a been talking to a St. Louis ID physician who is caring

for an African-American female physician who has cutaneous
coccl. First developed during her first pregnancy, reactivated
when she had a second pregnancy not receiving antifungals,
and now, after a year of itraconazole, wants to become
pregnant again. At this point her cocci is very well controlled




Statement of the problems

* Coccidioidomycosis Is more
severe when acquired durinc




History

* |n 1941, Farness reported the first case of severe
coccidioidomycosis resulting in death in a pregnant
women in Tucson

* Vaughn & Ramirez (1951) observed that the risk of




More recent descriptions

* Recent surveys have suggested that the prevalence of
severe coccidioidomycosis during pregnancy has
decreased




Clinical severity of coccidioidomycosis
Increases the later it Is acquired during

pregnancy

Infection First Second Third
acquired trimester trimester trimester

Cases (no.) 37 23 1.7, 33
Disseminated 17 (0.46) 5(0.23) 10 (0.59) 26 (0.68)



Pregnancy and immunity

* Pregnhancy is considered to be a state of

relative immunodeficiency
- rheumatoid arthritis improves
- DTH & in vitro measures of immunity decline




Coccidioidomycosis IS unigue among
fungal diseases Iin being more severe

during pregnancy

* No evidence for other endemic




Effect of sex hormones on coccidioidal
growth

* 17 B-estradiol increased spherule growth
& maturation and mycelial growth

- Coccidioides binds to 17 B-estradiol,




Azoles and Pregnancy




Azoles and Pregnancy

* In 1992, an infant with congenital
abnormalities born to a mother with
coccidioidal meningitis who had been




Azoles and Pregnancy

Since then, there have been 4 other cases, including a
second child of the mother in the first case

Case Time of treatment Fluconazole dose
during gestation

Lee, et al 1992 0-23 weeks 400 mg/day

Pursley, et al 1996 0-7 weeks, 9weeks- 800 mg/day
term

Pursley, et al 1996 0-19 weeks 400 mg/day

Aleck and Bartley, 1997 0-4 weeks, 4-9 weeks, 400 mg/day, 800 mg/day,
22 weeks-term 1200 mg/day

Lopez-Rangel and Van Allen, 2005 0-23 weeks, 27 weeks- 800 mg/day
term

prepared by R. Bercovitch



ABS-like syndrome In infant born to
mother on high-dose fluconazole




Azoles and preghancy

* Experimental administration of fluconazole
to rodents results in congenital
abnormalities when given early in gestation

- Rat embryos 9.5 days of age were incubated in

Iconazole 6 - 500 uM & examined after 48




Azoles other than fluconazole

e Similar abnormalities in rodent models
have been observed with itraconazole,
posaconazole and voriconazole




Antley-Bixler Syndrome (ABS)

® Described in 1975

- cranial synostosis, mid-face hypoplasia,
proptosis, frontal bossing, dyplastic ears,




Postulate

* Fluconazole, and other azole antifungals, inhibit

fungal 14 a-demethylase in the ergosterol pathway

* They also may inhibit similar enzymes in the
mammalian cholesterol pathway




Are azole antifungals safe after the
1st trimester?

* Krcmery et al reported no fetal abnormalities in a
pregnancy where the mother received 600 mg
daily fluconazole for 21 days starting week 14

- Pediatr Infect Dis J 1996; 15:841




Management issues




Questions

* Should azoles be used at all during
pregnancy?
- Are they safe after the 1st trimester?




Three scenarios

* \Women with prior coccidioidomycosis not
requiring antifungal therapy who become
pregnant




Recommendations




Scenario #1

* \Women with a history of prior
coccidioidomycosis not currently




Scenario #2 - A

* Women of child-bearing potential on azole
therapy for non-meningeal coccidioidomycosis

* They should be advised of the risks of
continuing azole therapy if they become




Scenario #2 - B

* |f a woman on azole therapy for
coccidioidal meningitis becomes




What about after the first

trimester?




Scenario #3 - A

* A woman develops non-meningeal



Scenario #3 - B




After the first trimester




Advice on case presented

* \Woman with cutaneous
coccidioidomycosis on itraconazole
who wishes to become pregnant
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