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CLAIMS
What is claimed:
1. A compound represented by Formula (I):
X=A=-Y-L-R U]

>

or a pharmaceutically acceptable salt thereof, wherein:

X and Y are each independently selected from optionally substituted aryl and optionally

#y 53% %

A is selected from the group consisting of -NHC(O)-, H
L is S(O)2, S(0), S or O; and

R is connected to L via a carbon atom and is selected from the group consisting of

substituted heteroaryl;

optionally substituted —C1-Cio alkyl, optionally substituted —C2-Cio alkenyl, optionally
substituted —C»-C1o alkynyl, optionally substituted aryl, optionally substituted heteroaryl,
optionally substituted —C3-Ci2 cycloalkyl, optionally substituted —Cs-Ci2 cycloalkenyl, and

optionally substituted 3- to 12-membered heterocyclic.

R E\(E)n Rio E)#T/E
X LR 1 }E)n
2. The compound of claim 1, wherein R is -C(Ri0)3, E"E)", (B ~XEn ,

SE

ERE. R E7]

E
X " / A

£ T
134 , C \(E)n, optionally substituted —(CHz2)0-4-C(R10)3, E"E)",
En
e Rio E’(l)
;&{EH/E Rio )\|\(E)n *JT‘E’F\’T\E
T. § E LN . .
(EX \‘E)" , (ER S \‘E’", wherein n at each occurrence is

independently selected from 0, 1, 2, or 3; v at each occurrence is independently selected
from 1, 2, 3, or 4; T at each occurrence is independently selected from C(R10) and N; E at
each occurrence is independently selected from -C(R10)2-, -N(R10)-, O, S, S(0), and S(O)2;
Ruo at each occurrence is independently selected from the group consisting of hydrogen,
halo, -CN, -NO2, , optionally substituted -C1-Cs alkyl, optionally substituted —C»-Cs
alkenyl, optionally substituted —C2-Cs alkynyl, optionally substituted —Cs-Cs cycloalkyl,
optionally substituted 3- to 8-membered heterocyclic, optionally substituted aryl,
optionally substituted heteroaryl, and —L1-R1; wherein L1 is —O-, -S-, -NR1-, -C(0)-, -
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C(0)0-, -0C(0)-, -C(O)N(R1)-, -N(R1)C(0)-, -OC(O)N(R1)-, -N(R1)C(0)O-, -
NR1D)C(O)N(R1)-, -S(0)-, -S(O)2-, - S(O)2N(R1)-, -N(R1)S(0)2-; R1 at each occurrence is
independently selected from the group consisting of hydrogen, optionally substituted -Ci-
Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally substituted —C2-Cs alkynyl,
optionally substituted —C3-Cs cycloalkyl, optionally substituted 3- to 8-membered
heterocyclic, optionally substituted aryl, and optionally substituted heteroaryl;
alternatively, two adjacent Rio groups are taken together with the carbon or nitrogen atoms
to which they are attached to form an olefinic or iminic double-bond or a fused ring; two
geminal Rio groups together form an oxo, an optionally substituted olefin, an optionally
substituted oxime, or a spiro ring; and/or two remote Rio groups are taken together with

the atoms to which they are attached to form a bridging moiety.

3. The compound of claim 1, represented by Formula (I11a), (IIla-1), or (IITa-2), or a
pharmaceutically acceptable salt thereof:

(R1a)m (R14)m

~ s R YR
H I H I N N \Sz
XY I R NG AN R R \"/o"‘b
Ridm=g A, b Z °
& o b) 00
() (a-1) (a-2)

wherein each m is independently 0, 1, 2, 3 or 4; and Ri4 at each occurrence is
independently selected from the group consisting of hydroxy, protected hydroxy, halogen,
-CN, -NO2, optionally substituted amino, N3, optionally substituted aryl, optionally
substituted heteroaryl, optionally substituted -C1-Cs alkyl, optionally substituted —C2-Cs
alkenyl, optionally substituted —C2-Cs alkynyl, optionally substituted —Cs-Cs cycloalkyl,
optionally substituted 3- to 8-membered heterocyclic, optionally substituted -C1-Ce
alkoxy, -C(0)2-C1-Cs alkyl, -C(O)NH-C1-Cs alkyl, and -C(0)-C1-Cs alkyl.

4, The compound of claim 1, represented by Formula (IVa), (IVb), (IVc¢), (IVd), or
(IVe) or a pharmaceutically acceptable salt thereof:
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(R14)m (R14)m
H I B R1o H R1o "E (R1o)m
X NW(Q\/,S\\/QRRW N N /E ﬁ,,s\\si E?’ 10
(R14)m_-/ o o0 10 (RM)m_-/ 0 00
(IVa) (IVb)
(R14)m (R1O)m (R’M)m
Rio (E) H Rio (e
n n E
wa Lo Sl
(Riahm o E" R ) & o Ehre-g)Riom
(Vo) (IVd)
(R1a)m
wa Y »(QJYI S
(IVe)

wherein m at each occurrence is independently O, 1, 2, 3 or 4; Ris at each occurrence is
independently selected from the group consisting of hydroxy, protected hydroxy, halogen,
-CN, -NO2, optionally substituted amino, N3, optionally substituted aryl, optionally
substituted heteroaryl, optionally substituted -C1-Cs alkyl, optionally substituted —C2-Cs
alkenyl, optionally substituted —C2-Cs alkynyl, optionally substituted —C3-Cs cycloalkyl,
optionally substituted 3- to 8-membered heterocyclic, optionally substituted -C1-Ce
alkoxy, -C(0)2-C1-Cs alkyl, -C(O)NH-C1-Cs alkyl, and -C(0)-C1-Cs alkyl; n at each
occurrence is independently selected from 0, 1, 2, or 3; T at each occurrence is
independently selected from C(Ri0) and N; E at each occurrence is independently selected
from -C(R10)2-, -N(R10)-, O, S, S(0O), and S(O)2; Rio at each occurrence is independently
selected from the group consisting of hydrogen, halo, -CN, -NOz, , optionally substituted -
C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally substituted —C2-Cs alkyny],
optionally substituted —C3-Cs cycloalkyl, optionally substituted 3- to 8-membered
heterocyclic, optionally substituted aryl, optionally substituted heteroaryl, and —L1-R1;
wherein L1 is —O-, -S-, -NRi-, -C(0)-, -C(0)0O-, -OC(0)-, -C(O)N(R1)-, -N(R1)C(0)-, -
OC(O)N(R1)-, -N(R1)C(0)O-, -N(R1C(O)N(R1)-, -S(0)-, -S(0)2-, - S(O)2N(R1)-, -
N(R1)S(0)2-; R1 at each occurrence is independently selected from the group consisting of
hydrogen, optionally substituted -C1-Cs alkyl, optionally substituted —C>-Cs alkenyl,
optionally substituted —C2-Cs alkynyl, optionally substituted —Cs-Cs cycloalkyl, optionally
substituted 3- to 8-membered heterocyclic, optionally substituted aryl, and optionally
substituted heteroaryl; alternatively, two adjacent Rio groups are taken together with the
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carbon or nitrogen atoms to which they are attached to form an olefinic or iminic double-
bond or a fused ring; two geminal Rio groups together form an oxo, an optionally
substituted olefin, an optionally substituted oxime, or a spiro ring; and/or two remote Rio
groups are taken together with the atoms to which they are attached to forrm a bridging

moiety.

5. The compound of claim 1, represented by Formula (Va), (Vb), (V¢), (Vd), or (Ve),

or a pharmaceutically acceptable salt thereof:

(R22)m2 (R22)m2
H | ) F1o (R10)m3
O ”)(O\,,S\\*RR” 71/@@
(Ra)m=T 0 oo Mo (Rat)m1—g—
(Va) (Vb)
(R22)m2 (R1o)m3 (R22)m2
YQRm H |: | : ZZ:!
N
(Rot)m1—g— O/ "‘\ (R21)m1_:©/ 0 "‘\ '}(Rm)m
(Ve) (vd)
(R22)m2
H | s Rio gE)n
E
! = N Z Is\ n J\
(Rz1)m1_-/ o oo - Z(Rm)mz

(Ve)
whereinmlis 1,2, or3; m2is 1 or 2; m31is 0, 1, 2, or 3; Rz21at each occurrence is
independently selected from the group consisting of halogen, CN, optionally substituted -
C1-Cs alkyl, optionally substituted -C1-Cs alkoxy, and optionally substituted Cs-Cs
cycloalkyl; R22 at each occurrence is independently selected from the group consisting of
halogen, CN, optionally substituted -C1-Cs alkyl, and optionally substituted -C1-Cs alkoxy;
n at each occurrence is independently selected from 0, 1, 2, or 3; E at each occurrence is
independently selected from -C(Rio)2-, -N(R10)-, O, S, S(O), and S(O)2; Rio at each
occurrence is independently selected from the group consisting of hydrogen, halo, -CN, -
NO2, optionally substituted -C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally
substituted —C2-Cs alkynyl, optionally substituted —C3-Cs cycloalkyl, optionally
substituted 3- to 8-membered heterocyclic, optionally substituted aryl, optionally
substituted heteroaryl, and —L1-R1; wherein L1 is —=O-, -S-, -NR1-, -C(0O)-, -C(0)O-, -
OC(0)-, -C(O)N(R1)-, -N(R1)C(O)-, -OC(O)N(R1)-, -N(R1)C(0)O-, -N(R1)C(O)N(R1)-, -
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S(0)-, -S(0)2-, - S(O)2N(R1)-, -N(R1)S(0)2-; R1 at each occurrence is independently
selected from the group consisting of hydrogen, optionally substituted -C1-Cs alkyl,
optionally substituted —C»-Cs alkenyl, optionally substituted —C2-Cs alkynyl, optionally
substituted —C3-Cs cycloalkyl, optionally substituted 3- to 8-membered heterocyclic,
optionally substituted aryl, and optionally substituted heteroaryl; alternatively, two
adjacent Rio groups are taken together with the carbon or nitrogen atoms to which they are
attached to form an olefinic or iminic double-bond or a fused ring; two geminal Rio groups
together form an oxo, an optionally substituted olefin, an optionally substituted oxime, or
a spiro ring; and/or two remote Rio groups are taken together with the atoms to which they

are attached to form a bridging moiety.

6. The compound of claim 1, represented by Formula (VIIa), (VIIb), (VII¢), (VIId),

or (VIIe), or a pharmaceutically acceptable salt thereof:

Rz
R
7(@ 10R1o 7(@ 3@'(&0)"‘3
(Ro4)m1—— O/ "“ Rip (Ro)m1—g— O "‘\

(Vlia) (Vllb)
R22 (R1o)m3 Rzz
(R4)m1—— 0 "“ (R21)m1—i— 'I\‘ _‘;)‘n(Rw)ms
(Vlic) (Viid)
Yeud
(Rerhr—= O/ "“/m - Righm
(Vile)

wherein ml is 1, 2, or 3; m3 is 0, 1, 2, or 3; R21 at each occurrence is independently
selected from the group consisting of halogen, CN, optionally substituted -C1-Cs alkyl,
optionally substituted -C1-Cs alkoxy, and optionally substituted Cs-Cs cycloalkyl; R22is
selected from the group consisting of halogen, CN, optionally substituted -C1-Cs alky]l,
and optionally substituted -C1-Cs alkoxy; n at each occurrence is independently selected
from 0, 1, 2, or 3; E at each occurrence is independently selected from -C(R10)2-, -N(R10)-,
0, S, S(0), and S(O)2; Rio at each occurrence is independently selected from the group
consisting of hydrogen, halo, -CN, -NOz2, optionally substituted -C1-Cs alkyl, optionally
substituted —C»2-Cs alkenyl, optionally substituted —C»-Cs alkynyl, optionally substituted —
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C3-Cs cycloalkyl, optionally substituted 3- to 8-membered heterocyclic, optionally
substituted aryl, optionally substituted heteroaryl, and —Li1-Ri1; wherein L1 is —O-, -S-, -
NRi-, -C(0)-, -C(0)0O-, -OC(0)-, -C(O)N(R1)-, -N(R1)C(0)-, -OC(O)N(R1)-, -
N(R1)C(0)0-, -N(R1)C(O)N(R1)-, -S(0O)-, -S(0)2-, - S(O)2N(R1)-, -N(R1)S(O)2-; R1 at
each occurrence is independently selected from the group consisting of hydrogen,
optionally substituted -C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally
substituted —C»-Cs alkynyl, optionally substituted —C3-Cs cycloalkyl, optionally
substituted 3- to 8-membered heterocyclic, optionally substituted aryl, and optionally
substituted heteroaryl; alternatively, two adjacent Rio groups are taken together with the
carbon or nitrogen atoms to which they are attached to form an olefinic or iminic double-
bond or a fused ring; two geminal Rio groups together form an oxo, an optionally
substituted olefin, an optionally substituted oxime, or an additional spiro ring; and/or two
remote Rio groups are taken together with the atoms to which they are attached to form a

bridging moiety.

7. The compound of claim 1, represented by Formula (VIIa-1), (VIIb-1), (VIIc-1),
(VIId-1), or (VIIe-1), or a pharmaceutically acceptable salt thereof:

R R22
10 10
R1o Ra1 )G(Rw)ms
l/\\ Rm ’l\\
R21
Ra3

(Vlla 1) (VIIb 1)

Ry, (R1o)m3 Ry;
7(@ Ry Y@ 3
7’ \\ ll\\ _‘;E(Rw)ms
Ra1
Ra3

(Vlic-1) (viid-1)

e *@Wiﬁ’"

7 (Rig)ma

(Vlle-1)
wherein m3 is 0, 1, 2, or 3; Ru1 at each occurrence is independently selected from the
group consisting of halogen, CN, optionally substituted -C1-Cs alkyl, optionally
substituted -C1-Cs alkoxy, and optionally substituted Cs-Cs cycloalkyl; Ra2is selected
from the group consisting of halogen, CN, optionally substituted -C1-Ce alkyl, and

optionally substituted -C1-Cs alkoxy; Rz is selected from the group consisting of
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hydrogen, halogen, CN, optionally substituted -C1-Cs alkyl, optionally substituted -C1-Cs
alkoxy, and optionally substituted C3-Cs cycloalkyl; n at each occurrence is independently
selected from 0, 1, 2, or 3; E at each occurrence is independently selected from -C(Rio)2-, -
N(R10)-, O, S, S(0), and S(O)2; Rio at each occurrence is independently selected from the
group consisting of hydrogen, halo, -CN, -NO2, optionally substituted -C1-Cs alkyl,
optionally substituted —C»-Cs alkenyl, optionally substituted —C2-Cs alkynyl, optionally
substituted —C3-Cs cycloalkyl, optionally substituted 3- to 8-membered heterocyclic,
optionally substituted aryl, optionally substituted heteroaryl, and —L1-R1; wherein L; is —
O-, -S-, -NRi-, -C(0)-, -C(0)0-, -OC(0)-, -C(O)N(R1)-, -N(R1)C(O)-, -OC(O)N(R1)-, -
N(R1)C(0)O-, -N(R1)C(O)N(R1)-, -S(0)-, -S(0)2-, - S(0)2N(R1)-, -N(R1)S(O)2-; R1 at
each occurrence is independently selected from the group consisting of hydrogen,
optionally substituted -C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally
substituted —C»-Cs alkynyl, optionally substituted —C3-Cs cycloalkyl, optionally
substituted 3- to 8-membered heterocyclic, optionally substituted aryl, and optionally
substituted heteroaryl; alternatively, two adjacent Rio groups are taken together with the
carbon or nitrogen atoms to which they are attached to form an olefinic or iminic double-
bond or a fused ring; two geminal Rio groups together form an oxo, an optionally
substituted olefin, an optionally substituted oxime, or an additional spiro ring; and/or two
remote Rio groups are taken together with the atoms to which they are attached to form a

bridging moiety.

8. The compound of claim 1, represented by Formula (VIIIa), (VIIIb), (VIIIc), or
(VIIId), or a pharmaceutically acceptable salt thereof:

(R14)m (R14)m
R11 )(@\Rﬂ (R1o)m
E)n
"2+ (R10)m
(Righm—— O/ 6"6 R>< Regm =g O/ ™ é_(E)"
(Vllla) (Vllb)
(R1a)m {R1a)m
R R11
YQ »(@L o
(Ryghy O/ //\\ ag_(_,) ~~(Rao)m (Ryg)m—g— O /'\\ ;(Rm)m
(Vllic) (Vilid)

wherein m at each occurrence is independently 0, 1, 2, 3 or 4; n at each occurrence is
independently selected from 0, 1, 2, or 3; R11 at each occurrence is independently selected
from a group consisting of hydrogen, halogen, hydroxy, protected hydroxy, -CN, amino,
protected amino, optionally substituted aryl, optionally substituted heteroaryl, optionally
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substituted -C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally substituted —Ca-
Cs alkynyl, optionally substituted —Cs-Cs cycloalkyl, optionally substituted 3- to 8-
membered heterocyclic, optionally substituted -C1-Cs alkoxy, optionally substituted -NH-
C1-Cs alkyl, optionally substituted -N(Ci1-Cs alkyl)2, -CO2H, optionally substituted -
C(0)2-C1-Cs alkyl, optionally substituted -C(O)NH-C1-Cs alkyl, and optionally substituted
-C(0)-C1-Cs alkyl; Rus at each occurrence is independently selected from the groups
consisting of hydroxy, protected hydroxy, halogen, -CN, -NO», optionally substituted
amino, N3, optionally substituted aryl, optionally substituted heteroaryl, optionally
substituted -C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally substituted —Ca-
Cs alkynyl, optionally substituted —C3-Cs cycloalkyl, optionally substituted 3- to 8-
membered heterocyclic, optionally substituted -C1-Cs alkoxy, -C(0)2-C1-Cs alkyl, -
C(O)NH-C1-Cs alkyl, and -C(0)-C1-Cs alkyl; T at each occurrence is independently
selected from C(Ri0) and N; E at each occurrence is independently selected from -C(Rio)2-
, -N(R10)-, O, S, S(0), and S(O)2; Rio at each occurrence is independently selected from
the group consisting of hydrogen, halo, -CN, -NO2, optionally substituted -C1-Cs alkyl,
optionally substituted —C»-Cs alkenyl, optionally substituted —C2-Cs alkynyl, optionally
substituted —Cs-Cs cycloalkyl, optionally substituted 3- to 8-membered heterocyclic,
optionally substituted aryl, optionally substituted heteroaryl, and —L1-R1; wherein L; is —
O-, -S-, -NRi-, -C(0)-, -C(0)0-, -OC(0)-, -C(O)N(R1)-, -N(R1)C(0O)-, -OC(O)N(R1)-, -
N(R1DC(0)O-, -N(R1)C(O)N(R1)-, -S(0)-, -S(0)2-, - S(O)2N(R1)-, -N(R1)S(O)2-; R1 at
each occurrence is independently selected from the group consisting of hydrogen,
optionally substituted -C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally
substituted —C»-Cs alkynyl, optionally substituted —C3-Cs cycloalkyl, optionally
substituted 3- to 8-membered heterocyclic, optionally substituted aryl, and optionally
substituted heteroaryl; alternatively, two adjacent Rio groups are taken together with the
carbon or nitrogen atoms to which they are attached to form an olefinic or iminic double-
bond or a fused ring; two geminal Rio groups together form an oxo, an optionally
substituted olefin, an optionally substituted oxime, or an additional spiro ring; and/or two
remote Rio groups are taken together with the atoms to which they are attached to form a

bridging moiety.

9. The compound of claim 1, represented by Formula (VIIIa-1), (VIIIb-1), (VIIIc-
1), or (VIIId-1), or a pharmaceutically acceptable salt thereof:
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(R14)m (R14)m

j(O/\ J1 \n/@\ 11 (R1o)m
R1o)m
(Rig)m—yg— O/ "‘m( o (R14)m—:O/ o'l\b . 4
10
(Villa-1) (Vlllb-1)
(R14)m (R14)m
E
3
(Rish O/ "‘%(Rm) (Ruahn g O o d% (Riohn
n

(Vllic-1) (villd-1)
wherein m at each occurrence is independently O, 1, 2, 3 or 4; n at each occurrence is
independently selected from 0, 1, 2, or 3; R11 at each occurrence is independently selected
from a group consisting of hydrogen, halogen, hydroxy, protected hydroxy, -CN, amino,
protected amino, optionally substituted aryl, optionally substituted heteroaryl, optionally
substituted -C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally substituted —Ca-
Cs alkynyl, optionally substituted —C3-Cs cycloalkyl, optionally substituted 3- to 8-
membered heterocyclic, optionally substituted -C1-Ce alkoxy, optionally substituted —-NH-
C1-Cs alkyl, optionally substituted —N(C1-Cs alkyl)2, -CO2H, optionally substituted -
C(0)2-C1-Cs alkyl, optionally substituted -C(O)NH-C1-Cs alkyl, and optionally substituted
-C(0)-C1-Cs alkyl; Ris at each occurrence is independently selected from the groups
consisting of hydroxy, protected hydroxy, halogen, -CN, -NO>, optionally substituted
amino, N3, optionally substituted aryl, optionally substituted heteroaryl, optionally
substituted -C1-Cs alkyl, optionally substituted —C»-Cs alkenyl, optionally substituted —Ca-
Cs alkynyl, optionally substituted —C3-Cs cycloalkyl, optionally substituted 3- to 8-
membered heterocyclic, optionally substituted -C1-Cs alkoxy, -C(0)2-C1-Cs alkyl, -
C(O)NH-C1-Cs alkyl, and -C(0)-C1-Cs alkyl; E at each occurrence is independently
selected from -C(R10)2-, -N(R10)-, O, S, S(0), and S(O)2; R1o at each occurrence is
independently selected from the group consisting of hydrogen, halo, -CN, -NOz2,
optionally substituted -C1-Cs alkyl, optionally substituted —C2-Cs alkenyl, optionally
substituted —C2-Cs alkynyl, optionally substituted —C3-Cs cycloalkyl, optionally
substituted 3- to 8-membered heterocyclic, optionally substituted aryl, optionally
substituted heteroaryl, and —Li1-R1; wherein L1 is —O-, -S-, -NRi-, -C(0O)-, -C(0)O-, -
0OC(0)-, -C(O)N(R1)-, -N(R1)C(O)-, -OC(O)N(R1)-, -N(R1)C(0)O-, -N(R1)C(O)N(R1)-, -
S(0)-, -S(0)2-, - S(0)2N(R1)-, -N(R1)S(0)2-; R1 at each occurrence is independently
selected from the group consisting of hydrogen, optionally substituted -C1-Cs alkyl,
optionally substituted —C2-Cs alkenyl, optionally substituted —C2-Cs alkynyl, optionally
substituted —C3-Cs cycloalkyl, optionally substituted 3- to 8-membered heterocyclic,
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optionally substituted aryl, and optionally substituted heteroaryl; alternatively, two
adjacent Rio groups are taken together with the carbon or nitrogen atoms to which they are
attached to form an olefinic or iminic double-bond or a fused ring; two geminal Rio groups
together form an oxo, an optionally substituted olefin, an optionally substituted oxime, or
an additional spiro ring; and/or two remote Rio groups are taken together with the atoms to

which they are attached to form a bridging moiety.

10.  The compound of claim 1, selected from the compounds set forth below or a

pharmaceutically acceptable salt thereof:

Compound Structure
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411

412

413

414

415

11. A pharmaceutical composition, comprising a compound or a combination of
compounds according to claim 1, in combination with a pharmaceutically acceptable

carrier or excipient.

12. A method of treating or preventing an HBV infection in a subject in need thereof,
comprising administering to the subject a therapeutically effective amount of a compound

or a combination of compounds according to claim 1.
13.  The method of claim 12, further comprising administering to the subject at least

one additional therapeutic agent selected from the group consisting of HBV polymerase

inhibitors, interferon, viral entry inhibitors, viral maturation inhibitors, capsid assembly

219
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or core protein inhibitors or modulators, reverse transcriptase inhibitors, TLR-agonists,
inducers of cellular viral RNA sensor, therapeutic vaccines, RNA interence (RNAIi) or

small interfering RNA (siRNA) and combinations thereof.

14. The method of claim 13, wherein the compound and the at least one additional

therapeutic agent are co-formulated.

15. The method of claim 13, wherein the at least one additional therapeutic agent is
administered at a lower dose and/or frequency than that which is therapeutically effective

when said agent is administered alone.
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