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Invasive Aspergillosis of the Paranasal Sinuses Invading Skull Base :

Successful Treatment with Voriconazole
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Department of Internal Medicine', Pa’[hology2 , Korea University College of Medicine, Seoul, Korea

Skull base-invading, invasive aspergillosis is rare, but it is a potentially life-threatening disease.
Nevertheless, the standard method and the optimal duration of treatment are not known yet. A
b2-year-old female diabetic patient complained of ophthalmalgia and decreased visual acuity.
MRI and CT scan revealed an enhancing mass in the right orbital fissure and showed an infiltrating
process in the skull base around the right orbit apex and paranasal sinuses. The histological inve-
stigation revealed invasive aspergillosis of paranasal sinuses and the skull base. Clinical improve-
ment occurred after marsupialization and post-operative systemic antifungal therapy with vorico-
nazole for 14 weeks. We suggest that voriconazole treatment could show effective results for
invasive aspergillosis of skull base and paranasal sinuses.
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Fig. 1. Posterior Fossa MRI T1WI image shows an enhancing
mass like lesion in the right skull base around the superior
orbital fissure, anterior middle cranial fossa, around the lateral
wall of the right sphenoid sinus, right orbital apex and around
the right carvernous sinus: (A) before voriconazole treatment, (B)
4 weeks following voriconazole treatment, (C) at the time of
discontinuation of treatment for 14 weeks, and (D) 9 months
later from treatment completion.
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Fig. 2. (A) Specimen from mass of right nasal cavity showing
Aspergillosis in Gomori's methenamine-silver (GMS) stain, X
1,000, (B) Slide showing Aspergillus hyphae invading tissue in
GMS stain, x1,000.
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Table 1. Summary of Documented Cases of Invasive Aspergillosis Involving Paranasal Sinus and/or Skull Base: Cases

of the Republic of Korea

Author/yr

(reference  Sex/Age Dlseage Antifungal Dose_ & Outcome  Operation  Side effect Comorbidity
No.) extension agent duration
Joo et al. M/50  paranasal sinuses ampB total 3.242 g stopped yes renal toxicity —aplastic anemia
(2005) (13) cerebrum liposomal ampB total 2.7 g died
Song et al.  M/44  occipitotemporal ampB total 0.72 g died yes not described AML (CR state)
(2005) (14) ayrus
Lee et al. F/55  sphenoid sinuse, ampB+ total 3.3 g cured yes not described type Il diabetes
(2003) (4) skull base itraconazole 200 mg/day

(12 weeks)
Rhu et al. F/78  ethmoid sinus, ampB+ 1 mg/kg/day died yes not described type Il diabetes
(2000) (5) frontal lobe itraconazole  (37days)

400 mg/day

(37days)
Ahn et al. F/66  maxillary sinus, ampB total 2.0g cured yes not described none
(1999) (15) skull base
Our case F/52  paranasal sinuses ampB total 473 mg no response yes none type Il diabetes

skull base voriconazole 200 mg bid cured
(14 weeks)

Abbreviations : ampB, amphotericin B deoxycholate; liposomal ampB, liposomal amphotericin B; AML, acute myelogenous leukemia; CR, complete

remission
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Table 2. Summary of Documented Cases of Invasive Aspergillosis Involving Paranasal Sinus and/or Skull Base: Cases

of Foreign Countries

Author/yr
(reference Sex/Age Disease extension Antifungal agent Dose & Duration Qutcome  Operation Side effect Comorbidity
No.)
Knipping M/60 sphenoid bone, liposomal ampB 5 mg/kg/day cured yes not described none
et al. (2007) skull base +itraconazole 200-600 mg/day
(6) (=3 months)
F/74 orbit apex, liposomal ampB not described cured yes not described type Il diabetes
skull base +itraconazole
M/64 orbit, caspofungin not described died yes not described kidney
carvernous sinus transplantation
M/62 orbit apex, liposomal ampB not described died yes not described endometrial
skull base, ~+itraconazole carcinoma
Baumann patient 1 cavernous sinus ampB 50 mg/day (12 days) stopped yes renal toxicity none
et al. (2007) voriconazole 200 mg bid (3 months) cured visual disturbances
8 patient 2 sphenoidal bone ampB 50 mg/day (6 days) stopped yes renal toxicity
voriconazole 200 mg bid (3 months) cured visual disturbances none
patient 3 cavernous sinus,  voriconazole 4 mg/kg (6 mg/kg at 1% day) cured yes nausea, weight loss none
letomeninges, i.v. every 12h—200 mg
clivus p.o. bid (3 months)
patient 4 clivus, voriconazole Same as patient 3 cured yes none none
cavernous sinus
Pradhan M/43 sphenoid sinus, ampB 2 courses of 6-weeks no reponse yes not described mitral stenosis
et al. (2007) frontal & parietal liposomal ampB 5 mg/kg/day (6 weeks) cured
(16) lobe itraconazole 200 mg/day (22 weeks)
Gubler M/43 tentorium capofungin+ 50 mg/day+ cured yes not described alcoholic LC
et al. (2007) voriconazole 200 mg bid steroid user
(17) (24 months)
Chopra F/66 sphenoid sinus, ampB total 2 g died yes not described none
et al. (2006) cavernous sinus  itraconazole 200 mg bid (2 months)
(18) F17 sphenoid sinus, ampB total 500 mg died yes not described none
F/19 sphenoid sinus itraconazole 200mg bid (2 months) cured yes not described none
Agarwal F/28 maxillary bone, itraconazole 400 mg/day cured yes not described none
et al. (2005) orbit
(19
Kusaka F/e4 orbit, fluconazole 400-800 mg/day cured yes not described type Il diabetes
et al. (2003 cavernous sinus,  itraconazole 200 mg/day
(20) sphenoidal bone
Nakamaru M/62  paranasal sinuses, fluconazole+ not described died yes not described none
et al. (2002) orbit ampB
(21)
Streppel F/50  paranasal sinuses, ampB 1 mg/kg/day stopped yes renal toxicity none
et al. (1999 skull base liposomal ampB 3 mg/kg/day cured
(22) +itraconazole 200 mg qid
Abbreviations : ampB, amphotericin B deoxylate; liposomal ampB, liposomal amphotericin B
A & "k§-o] EA] ¢} voriconazoleZ X & FAE WS}
=) of At} Voriconazoles 19 Aol 300 mg® 23] &} &30
2 g Foldh ¥, % 757k 200 mgd 19 28] A1 Fol
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