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bid: twice a day

Fig. 1. Drug Administration

an a subject weighing less than 40 kg, the Day 1 loading do
maintenance dose from Day 2 onword would be decreased
be administered within 1 hour before or after eating.

se would be decreased to 150 mg twice a day, and the
to 100 mg twice a day. The oral formulation would not

b5Subjects found capable by the investigator of receiving oral therapy following 3 days of intravenous therapy
could be switched from intravenous to oral formulationd switch therapy In such cases, the oral dosage would
depend on the plasma concentration of voriconazole on Day 3 and, if the concentration was less than 2.5 pg/mL,
the dosage would be set at 200 mg twice a day, and if the concentration was equal to or greater than 2.5 ug/mL,
the dosage would be set at 150 mg twice a day. The administration speed of the intravenous formulation would be

approximately 3 mg/kg per hour.

“The plasma voriconazole concentration is to be measured
more, then liver function tests are to be done frequently. T
i. e. at least 3 days. Extention was determined by investig

on Day 8, and if this concentration is 4.5 ug/mL or
he dose may be adjusted at this duration of treatment,
ators to depend on severity. The maximum treatment

was set at 12 weeks. Treatment was discontinued, if considered unnecessary.
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Fig. 2. Analyzed Population.

aSafety evaluable population.

FAS: Full analysis set, MITT: Modified intent to treat, PPS: Per protocol set.
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Table 1. Patient Profiles

Malel N O 660 | Female[] N O 340| Total0 N O 1000
1844 7 5 12
45-64 34 16 50
Agell years[] | 65 25 13 38
Mean0 SDO | 58.70 13.30 58.10 13.80 58.50 13.40
Range 2177 33-76 2177
0 40 6 8 14
. 40 60 26 86
WeightU kel | \reannspo | 5530 1140 4800820 —
Range 34.0-79.5 32.0-65.7 —
Mean( SDO 167.10 7.00 152.601 7.50 —
Height[l cm0
eightth emt | . nge 150.0-181.0 137.0-170.0 —

[0 0O O %; SD: Standard deviation.

Table 2. Global Efficacy by Diagnosis[] PPSO

all
Diagnosis Global Response Effective Ineffective Efficacyd %0
£=]
Pulmonary Aspergilloma 14 4 14/180 77.80
Aspergillus Pyothorax 1 0 1/1
o Chronic Necrotizing Pulmonary Aspergillosis 2 3/5
Aspergillosis | p;eseminated Aspergillosis 0 1 01
Invasive Pulmonary Aspergillosis 10 6 10/160 62.50
Subtotal 28 13 28/410 68.30
Bronchial/Pulmonary Candidiasis 1 0 1/1
Candidal Peritonitis 4 0 4/4
Candidiasis Candidemia 1 1 12
Esophageal Candidiasis 5 0 5/5
Subtotal 11 1 11/120 91.70
Cryptococcal Meningitis 1 0 1/1
Cryptococcosis Pulmonary Cryptococcosis 7 0 7/70 10000
Subtotal 8 0 8/801 1000
Fungal Lung Cyst Infection 1 0 1/1
Mycotic Endophthalmitis 1 0 1/1
Others Peritonitis due to Pithomyces sp. and Bipolaris sp. 1 0 1/1
Systemic Fusarium solani Infection 0 1 0/1
Subtotal 3 1 3/4
Total 50 15 50/650 76.900

2t Diagnosis and global response are DRC assessments.
PPS: Per protocol set.

gooooobooom™rASOMITTO PPSL DO OO gmogobooboobbooobuoobbooo 2200
goboooboboobobgoobcypcioudoogood gg2i00gobooboobobooobuoOiooondg
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OOHIV/AIDS200000 6000000000000 ob0obOOo0o0oO00o PCROODDOODODOOmMOOOO
gogboodbbobobuo 4o obooooobg goood

oooo@E40000o0oa O 000 0O Aspergillus spp.00 33 O O Aspergillus fu-
30 bOooooooo migatus O 16 O O Cryptococcus neoformans 0 7 O O
(1) OODOODRCOOO Candidaalbicans 0 6 0 0 0000000000000

1000 O 7800MITT77OOFASO 00D ODO1L O Fusariumsolani 0 100000000
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Table 3. Global Efficacy by Pathogen[] PPS

Global Response®” . . )
Etiologic Fungus” Effective Ineffective Efficacyl %0
A. fumigatus 10 2 10/120 83.30
Aspergillus spp. A. niger 1 1 12
Aspergillus sp. 17 10 17/270 63.000
C. albicans®™ 5 0 5/5
C. glabrata®” 4 0 4/4
. C. guilliermondii 1 0 1/1
Candida spp. C. krusei 0 1 0/1
C. tropicalis 1 0 1/1
Candida sp. 1 0 1/1
Cramlococcus s C. neoformans 7 0 7/70 1000
P Pp- Cryptococcus sp. 1 0 1/1
Fusarium solani 0 1 0/1
Others Pithomyces sp.and Bipolaris sp. 1 0 1/1
Filamentous fungic” 1 0 1/1
Fungus” 1 0 11
a0 Etiologic fungus and global response are DRC assessments.
bU Includes 1 case with a mixed infection of C. albicans and C. glabrata.
¢ 1 case with confirmed diagnosis of fungal lung cyst infection by DRC.
401 case with confirmed diagnosis of mycotic endophthalmitis by DRC.
PPS: Per protocol set, DRC: Data review committee.
Table 4. Global Efficacy by Primary Therapy and Salvage Therapy[l PPST
Global Response?” . . .
Diagnosis®® Primary/Salvage Effective Ineffective Efficacyl %0
o Primary 15 3 15/1801 83.30
Aspergillosis
Salvage 13 10 13/230 56.50
Candidiasi Primary 7 0 7/70 1000
andidiasls Salvage 4 1 4/5
. Primary 6 0 6/60] 1000
Cryptococcosis Salvage 2 0 2/2
Primary 3 0 3/3
b0l
Others Salvage 0 1 /1
Total Primary 31 3 31/340 91.20
0 Salvage 19 12 19/310 61.30

a0 Diagnosis and global response are DRC assessments.

bIFungal infections: lung cyst, mycotic endophthalmitis, Peritonitis due to Pithomyces sp. and

Bipolaris sp., Systemic Fusarium solana.

PPS: Per protocol set.
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Table 5. Global Efficacy by Diagnosis[] PPSO

Diagnosis®® Global Response™™ Effective | Ineffective Indeterminate Efficacyl] %0
Pulmonary Aspergilloma 13 4 0 13/170 76.50
Pulmonary Aspergillosis 1 0 0 /1
Aspergillus Pyothorax 1 0 0 /1
Aspergillus Brain Abscess and 0 1 0 0/1
Aspergillosis Aspergillus Subcutaneous Abscess
Chronic Necrotizing Pulmonary 3 0 1 3/4
Aspergillosis
Invasive Pulmonary Aspergillosis 11 5 0 11/160 68.801
Subtotal 29 10 1 29/400 72.50
Candidal Peritonitis 4 0 0 4/4
Candidemia 1 1 0 12
Candidiasis Bronchial/Pulmonary Candidiasis 1 0 0 1/1
Esophageal Candidiasis 5 0 0 5/5
Subtotal 11 1 0 11/120 91.70
Cryptococcal Meningitis 1 0 0 /1
Cryptococcosis | Pulmonary Cryptococcosis 7 0 0 7/70 1000
Subtotal 8 0 0 8/800 1000]
Mycotic Endophthalmitis 1 0 0 1/1
Peritonitis due to Pithomyces sp. and 1 0 0 1/1
Others Bipolaris sp.
Systemic Fusarium Solani Infection 0 1 0 0/1
Subtotal 2 1 0 2/3
Total 50 12 1 50/630 79.40

a0 Diagnosis and global response are investigator assessments.

PPS: Per protocol set.

Table 6. Improvement in Endoscopic and Image Findings at EOTO PPSO

Diagnosis®? Improvement=® Improved | Unchanged | Worsened | Indeterminate EXE?;;S;ifggm Impré)x;/eoglentbj
Aspergillosis 22 16 1 1 0 22/390 56.40
Candidiasis 6 0 0 0 6 6/60] 1000
Cryptococcosis 7 0 0 1 0 7/70 1000
Others 1 0 0 0 2 1/1

Total 36 16 1 2 8 36/530 67.90

al Diagnosis and improvement are investigator assessments.

bU Calculated without indeterminate and exclusion from evaluation cases.

EOT: End of treatment, PPS: Per protocol set.
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Table 7. Improvement in Clinical Symptoms at EOTO PPS[O
Improvement*" Improved Unchanged | Worsened | Indeterminate Improvement®™

Diagnosis®” 0 %0
Aspergillosis 25 8 3 4 25/360 69.40
Candidiasis 10 0 1 1 10/110 90.90
Cryptococcosis 4 0 0 4 4/4
Others 2 1 0 0 2/3

Total 41 9 4 9 41/540 75.90

20 Diagnosis and improvement are investigator assessments.

b0 Calculated without indeterminate cases.
EOT: End of treatment, PPS: Per protocol set.

Table 8. Mycological Efficacy at EOTO PPSO

Mycological Resolution®”
Efficacy?™ | Resolved Decreased | Unchanged Increased | Indeterminate 0 %0
Diagnosis®” 0
Aspergillosis 8 0 4 0 28 8/1200 66.70)
Candidiasis 11 0 1 0 0 11/120 91.70
Cryptococcosis 1 0 0 0 7 1/1
Others 2 0 0 0 2/2
Total 22 0 5 0 36 22/270 81.50

al Diagnosis and mycological efficacy are investigator assessments.

b0 Calculated without indeterminate cases.
EOT: End of treatment, PPS: Per protocol set.
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Table 9. Mycological Eradication by Pathogen[] PPS

Pathogen®” Mycological Efficacy Resolved Unchanged | Indeterminate Total gztsg%ti%r&
A. fumigatus 6 3 3 12 6/90 66.70)
A. niger 1 0 1 2 1/1
Aspergillus spp. Aspergillus sp. 2 1 6 9 2/3
Subtotal 9 4 10 23 9/130 69.20
C. albicans 5 0 0 5 5/5
C. glabratac® 4 0 0 4 4/4
C. tropicalis 1 0 0 1 1/1
Candida spp. C. guilliermondii 1 0 0 1 11
C. krusei 0 1 0 1 0/1
Candida sp. 1 0 0 1 1/1
Subtotal 11 1 0 12 11/120 91.70
C. neoformans 0 1 6 7 0/1
Cryptococcus PP g btotal 0 1 6 7 01
Fusarium solani 1 0 0 1 1/1
Pithomyces sp. and Bipolaris. sp. 1 0 0 1 1/1
Others Filamentous fungi 0 0 1 1 —
Subtotal 2 0 1 3 2/2
Total 22 6 17 45 22/28[1 78.600
all Mycological efficacy and pathogen are DRC assessments.
b0 Calculated without indeterminate cases.
<0 Includes 1 case with a mixed infection of C. albicans and C. glabrata.
PPS: Per protocol set.
Table 10. Serological Efficacy at EOTO PPSO
S(Eff(;}ogicilu Became : d Unch al w d | Indeterminat Becoming
Diagnosis®” 1cacy’ Negative mprove nchange orsene ndeterminate Negativeb ] %00
Aspergillosis 4 10 15 3 8 4/3200 12.50
Candidiasis 2 3 1 1 5 2/70 28.60
Cryptococcosis 1 6 0 1 1/70 14.300
Others 0 1 2 0 0 0/3
Total 7 20 18 4 14 7/490 14.30

a0 Serological efficacy and diagnosis are investigator assessments.

b0 Calculated without indeterminate cases.
EOT: End of treatment, PPS: Per protocol set.
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Table 11. Adverse Events"
Adverse Events[] AEs[] . Treatment-
0 MedDRA: SOC, PT0 All Causality | j2ieq
Number of subjects evaluated for AEs 100
Number of subjects with AEs[] %[ 9900 99.000 780 78.00
Number of AEs 686 262
Number of discontinuations due to AEs %[ 340 34.000 140 14.000
Cardiac disord Palpitations 70 7.00 20 2.00
ardiac disorders Ventricular extrasystoles 500 5.00 10 1.00
Vision blurred 60 6.00 50 5.00
Eve disord Retinal hemorrhage 800 8.00 40 4.00
ve disorders Visual disturbance 240 24.000 240 24.000
Photophobia 260 26.000 250 25.000
Constipation 1000 10.00 10 1.00
Diarrhea 90 9.00 10 1.00
Gastrointestinal disorders Nausea 90 9.00 50 5.00
Vomiting 170 17.00 80 8.00
Retching 50 5.00 30 3.00
Pyrexia 1800 18.000 20 2.00
General disorders and administration Malaise 80 8.00 30 3.00
site conditions Edema peripheral 50 5.00 30 3.00
Chest pain 70 7.00 10 1.00
Hepatobili disord Hepatic disorder 50 5.00 50 5.00
cpatobliiaty disorders Hepatic function abnormal 80 8.00 80 8.00
Infecti Sepsis 50 5.00 0
ections Pneumonia aggravated 50 5.00 0
Blood ALP NOS increased 70 7.00 50 5.00
Liver function tests abnormal 50 5.00 40 4.00
I o AST increased 50 5.00 40 4.00
nvestigations Blood pressure decreased 500 5.00 20 2.00
y -GTP increased 1200 12.00 70 7.00
Sputum 50 5.00 0
. . X Hypokalemia 50 5.00 10 1.00
Metabolic and nutrition disorders Hyperkalemia 50 5.00 10 100
Musculoskeletal and connective tissue Back pain 60 6.00] 10 1.00
disorders
Nervous system disorders Headache 1800 18.000 80 8.00
Psychiatric disorders Insomnia 50 5.00 30 3.00
Respiratory, thoracic and mediastinal Cough 50 5.00 0
disorders Hemoptysis 70 7.00 10 1.00
Ski d subeut i disord Erythema 600 6.000 200 2.00
in and subcutaneous tissue disorders | ' 60 6.00 10 100
al Observed in at least 5%.
SOC: System organ class, PT: Preferred term.
Table 12. Summary of Adverse Events by CYP2C19 Genotype?”
Number of Cases With Adverse Events,
by CYP2C19 Genotype EMON O 280 HEMO N O 400 PMON O 180
. All Treatment- All Treatment- All Treatment-
Causality of Study Drug Causalities Related Causalities Related Causalities Related
Number of adverse events 142 63 285 87 122 67
Number of cases with adverse events[] %[ 270 96.40 170 60.70 400 1000 3200 80.00 180 1000 170 94.40
Serious adverse events[] %] 80 28.60 0 160 40.00 200 5.00 40 22.20 10 5.60
Severe adverse events[] %] 90 32.10 10 3.60 140 35.000 30 7.50 60 33.30 40 22.20
Discontinuations due to adverse events[] %[] 801 28.60 20 7.10 140 35.00 60 15.00 70 38.90 40 22.20

a0 14 cases excluded from analysis, because they had undergone allogeneic bone marrow transplantation or allogeneic peripheral

blood stem cell transplantation.

EM: extensive metabolizer, HEM: heterozygous extensive metabolizer, PM: poor metabolizer.
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Table 13. Incidence of Laboratory Test Abnormalities?”
Test Parameter Direction pf Baseline Within Reference | Baseline Outside Reference
Abnormality Range n/NO %0 Range n/NO %0
Hemoglobin Decreased 1/1801 5.601 13/820 15.90)
Hematocrit Decreased 1/260 3.80 9/740 12.20
RBC Decreased 17240 4.20 11/760 14.50
Platelet count Decreased 4/490 8.20 20/510 39.20
WBC Decreased 8/630 12.70 11/370 29.70
Lymphocytest %0 Decreased 16/440 36.400 25/590 42.400
Increased 6/440 13.60 2/690 3.40
NeutrophilsC %01 Decreased 9/650 16.40 3/480 6.30
Increased 8/650 14.500 17480 2.10
Eosinophils %0 Increased 13/9001 14.400 3/90 33.30
Monocytes[] %] Increased 18/760 23.70 7/230 30.40
Total bilirubin Increased 6/9000 6.700 3/1000 30.00
AST Increased 4/790 5.10 8/2101 38.10
ALT Increased 3/700 4.30 7/300 23.30
y -GTP Increased 8/6900 13.600 20/390 51.30
LDH Increased 1/670 1.50 7/330 21.20
ALP Increased 0/710 00 9/280 32.10
Albumin Decreased 0/2500 001 10/730 13.70
BUN Increased 7/680 10.30 15/3200 46.90
Creatinine Increased 3/780 3.80 8/220 36.40
K Increased 12/780 15.400 2/22009.10
Urinary glucosel] qualitative[] Positive 12/940 12.800 0/40 00
Urinary proteinl[] qualitative[J Positive 8/9501 8.401 2/30 66.701
Urinary occult blood[] qualitative[] Positive 20/800 25.00 15/180 83.30

aParameters and incidence of abnormalities which are at least 10% shown. CRP was excluded from this table

because it was not a safety endpoint.
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Fig. 3. Blood Trough Concentrations on Day 3 by CYP2C19 Genotype.
Box and whisker plot: Horizontal lines at the bottom, center and top of the box indicate the 25" percentile,
50" percentiled medianL] and 75" percentile. Vertical lines] whiskersOare drawn from both ends of the box
to the remotest points within the range 1.5 times quartile deviatiori] interval between 25" percentile and 75"
percentiles[]
EM: extensive metabolizer, HEM: heterozygous extensive metabolizer, PM: poor metabolizer.
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Fig. 4. Relationship Between Day 8 Blood Trough Concentration and Occurrence of Treatment-
Related Adverse Events Related to Liver.

Box and whisker plot: Horizontal lines at the bottom, center and top of the box indicate the 25" percen-

tile, 50" percentile(] medianlJ and 75" percentile. Vertical linesCJ whiskers( are drawn from both ends

of the box to the remotest points within the range 1.5 times quartile deviatiorl interval between 25" and

75" percentiles]
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Blood Trough Concentration on Day 8 by Efficacy(] DRC judgment; subject PPSC]
DRC: Data review committee, PPS: Per protocol set.

Box and whisker plot: Horizontal lines at the bottom, center, and top of the box indicate the 25" per-
centile, 50" percentilé] median(] and 75" percentile. Vertical line§] whiskers[Care drawn from both ends
of the box to the remotest points within the range 1.5 times quartile deviationd interval between 25" and

75" percentiles(
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This was an uncontrolled multicenter study to assess the clinical usefulness] efficacy and safetyJof voricona-
zol&l VRCZO for deep-seated mycosis.

Efficacy was assessed in 65 of 100 subjects given the study drug, while safety was assessed in 100 subjects.

For oral therapy, 300 mg of VRCZ was administered twice as the loading dose on Day 1, and patients then re-
ceived 150-200 mg twice daily on subsequent treatment days. For intravenous therapy, 6 mg/kg of VRCZ was
administered twice as the loading dose on Day 1, and the maintenance dose for subsequent treatment days was
3 mg/kg twice daily or in the case of severe mycosis, 4 mg/kg twice a day. When plasma VRCZ concentrations
were equal to or greater than 2.5 ug/mL on Day 3 of oral and intravenous administration, dosages were de-
creased on Days 5-7. A switch from intravenous to oral formulationl switch therapyd was allowed after intrave-
nous therapy had been given for at least 3 days. Treatment lasted 12 weeks. Global efficacy was 68.30 0 28/
410 for aspergillosis, 91.70 O 11/120 for candidiasis, and 1000 O 8/80 for cryptococcosis.

Global efficacy for primary therapy was 91.20 0 31/340and that for salvage therapy 61.30 O 19/310

Eradication in the 65 cases evaluated for efficacy was 69.20 0 9/130 for Aspergillus spp. and 91.70 0 11/120
for Candida spp..

Treatment-related adverse events were reported in 78 of 100 cases. The most common adverse events were
photophobiall 25.00 [J visual disturbanced 24.00 [J vomitingD 8.00 0 hepatic function abnormalitiesC 8.00 0
headachel 8.00 J and increased y-GTPO 7.000 O Vision-related adverse events were transient and reversible in
all cases. Most treatment-related adverse events were mild to moderate in severity.

No relationship was seen between plasma VRCZ concentrations and either the efficacy or safety of this drug.

These results indicate that VRCZ is useful for the treatment of severe or intractable deep-seated mycosis.



