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INTRODUCTION METHODS RESULTS

CONCLUSION

CYP-mediated Drug Interaction Profile of SCY-078, a novel Glucan Synthase Inhibitor (GSI)

• SCY-078 is an oral and intravenous semi-synthetic
triterpenoid antifungal glucan synthase inhibitor, in
development for the treatment of invasive and
mucocutaneous fungal diseases

• In vitro, SCY-078 was shown to be a possible inhibitor
of cytochrome P450 (CYP) 2C8 (CYP2C8) with a 50%
inhibitory concentration [IC50] value of 0.3 μM, and a
substrate for CYP3A4. SCY-078 showed low in vitro
potential to inhibit other CYP450 isoforms
(IC50 values >25μM for 1A2, 2B6, 2C9, 2C19, 2D6)

• We conducted 4 Phase 1 healthy volunteer studies to
characterize the CYP-mediated Drug-Drug
Interaction Profile of SCY-078

• Phase 1 studies of SCY-078 as a Victim of DDIs The
effect of ketoconazole (strong CYP3A inhibitor) and
diltiazem (moderate CYP3A4 inhibitor) on the plasma
exposure of SCY-078 were assessed

• Phase 1 studies of SCY-078 as a Perpetrator of DDIs.
The effect of SCY-078 on the PK of rosiglitazone
(CYP2C8 substrate) and on the PK of tacrolimus
(CYP3A and p-gp substrate, and immuno- suppressive
agent for target population) were also studied

Ketoconazole study: a placebo-controlled, cross over
design to assess the effects of multiple doses of
ketoconazole (400 mg QD X 15 days) on the single dose
PK of SCY-078 (50 mg or placebo). 12 subjects
completed both periods with a 7 day washout.
Diltiazem study was an open-label, cross over design to
assess the effects of multiple doses of diltiazem (Day -1
to 14, 240 mg QD) on the multiple dose PK of SCY-078
(Day 1, 600 mg, then Days 2-14, 100 mg QD). 15
subjects completed both periods with a 15 day
washout.
Rosiglitazone study was an open-label, crossover design
to assess the PK of single dose rosiglitazone (Day 3, 4
mg) in the presence and absence of multiple-doses of
SCY-078 (Day 1, 1250 mg, then Days 2-8, 750 mg QD).
15 subjects completed both periods with a 10 day
washout.
Tacrolimus study was an open-label, cross over design
to assess the PK of single dose tacrolimus (Day 3, 2 mg)
in the presence and absence of multiple-doses of SCY-
078 (Day 1, 1250 mg, then Days 2-8 750 mg QD). 23
subjects completed both periods with a 15 day
washout.

SCY-078, has limited potential for CYP-mediated drug-drug interactions at the likely therapeutic exposures.
If co-administration of SCY-078 with the most potent CYP3A4 inhibitors is clinically indicated, a dose adjustment of
SCY-078 may be needed. Co-administration of SCY-078 with moderate CYP3A4 inhibitors may proceed with caution
based on risk/benefit considerations.
SCY-078 at clinically relevant exposures does not result in significant (> 2-fold) inhibition of CYP2C8 or 3A4 substrates.

• SCY-078’s AUC0-∞ was increased by >5 fold when co-administered with ketoconazole (strong CYP3A
inhibitor) and > 2 fold when co-administered with Diltiazem (moderate CYP3A inhibitor.

• SCY-078 is not a CYP2C8 inhibitor at clinically relevant plasma exposures.
• SCY-078 increased Tacrolimus AUC0-∞ only 1.42-fold, a mild effect and had no effect on Cmax.

SCY-078 + Inhibitor Arithmetic 

Mean PK Parameters (SD)

SCY-078 Alone Arithmetic 

Mean PK Parameters (SD)

GMR (90%CI) of inhibitor 

+ SCY-078 vs SCY-078 alone

Effect Classified as Mild, 

Moderate or Severe

Ke
to

co
na

zo
le

AUC0-∞ µM•hr 4.971 ± 2.078 0.846 ± 0.341 5.7 (4.31, 7.69) severe

Cmax µM 0.095 ± 0.03 0.038 ± 0.012 2.52 (2.01, 3.17) moderate

D
ilt

ia
ze

m

AUC0-24hr µM•hr 6.34 ± 1.54 2.57 ± 0.87 2.52 (2.14, 2.97) moderate

Cmax µM 0.37 ± 0.06 0.17 ± 0.05 2.21 (1.93, 2.53) moderate
AUC0-∞, area under the concentration -time curve from time point 0 extrapolated to infinity
Cmax, maximum observed plasma concentration

Table 1 The Effect of Co-administered Drugs on SCY-078 Exposure 

Table 2  The Effect of SCY-078 on Co-administered Substrate Medications

SUBSTRATE alone SUBSTRATE + SCY-078 
GMR SUBSTRATE + SCY-078 

vs SUBSTRATE alone

Effect Classified as None, 

Mild, Moderate or Severe

Ro
si

gl
ita

zo
ne

 a

AUC0–∞ ng•h/mL 1482 ± 242 1476 ± 260 0.99 (0.90, 1.10) None

Cmax ng/mL 300.0 ± 58.95 240.5 ± 55.27 0.80 (0.70, 0.90) None

Ta
cr

ol
im

us AUC0–∞ ng•h/mL 93.8 ± 50.4 129.4 ± 57.7 1.42 (1.25, 1.61) Mild 

Cmax ng/mL 8.8 ± 3.77 8.9 ± 3.27 1.03 (0.89, 1.20) None
a Data are for rosiglitazone. N-Desmethyl-Rosiglitazone PK also showed no effect of SCY-078
AUC0-∞, area under the whole blood concentration-time curve from time point 0 extrapolated to infinity
Cmax, maximum observed plasma concentration
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