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--Box Il - Lack of Unity--

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be paid.

Group I+: Claims 1-5 and 7-18, directed to a compound that corresponds in structure to that shown in Formula Ill, the compound listed in
claim 7, claim 8, claim 17, or claim 18, or a pharmaceutically acceptable salt of said compounds. The compound of Formula IIl will be
searched to the extent that it encompasses the first species of claim 1, wherein -C(=X)- is the first substructure: -C(=0)-; R1 is consisting
of hydrido; R2 is OH. It is believed that claims 1 encompasses this first named invention, and thus this claim will be searched without fee
to the extent that it encompasses the first species of claim 1. This first named invention has been selected based on the guidance set
forth in section 10.54 of the PCT International Search and Preliminary Examination Guidelines. Applicant is invited to elect additional
compounds of Formula Ill, wherein each additional compound elected will require one additional invention fee. Applicants must specify
the claims that encompass any additionally elected compound. Applicants must further indicate, if applicable, the claims which
encompass the first named invention, if different than what was indicated above for this group. Failure to clearly identify how any paid
additional invention fees are to be applied to the "+" group(s) will result in only the first claimed invention to be searched. Additionally, an
exemplary election wherein different actual variables are selected is suggested. An exemplary election would be a compound of claim 1,
wherein -C(=X)- is the second substructure: -C(=S)-; R1 is consisting of hydrido; R2 is OH (i.e. claim 1).

The groups of inventions listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Special Technical Features:
Group I+ includes the technical feature of a unique compound of Formula Ill, which is not required by any other invention of Group I+.
Common Technical Features:

The inventions of Groups I+ share the technical feature of a compound that corresponds in structure to that shown in Formula Ill, the
compound listed in claim 7, claim 8, claim 17, or claim 18, or a pharmaceutically acceptable salt of said compounds.

These shared technical features, however, do not provide a contribution over the prior art, because the shared technical features are
obvious over the article entitled "Total Synthesis and Evaluation of [psi[CH2NH]Tpg4]Vancomycin Aglycon: Reengineering Vancomycin
for Dual D-Ala-D-Ala and Dala- D-Lac Binding" by Crowley et al. (hereinafter 'Crowley') in view of the article entitled "Second Generation
Analogs of the Cancer Drug Clinical Candidate Tipifarnib for Anti-Chagas Disease Drug Discovery" by Kraus et al. (hereinafter 'Kraus').

Crowley teaches a compound that corresponds in structure to that shown in Formula Il wherein -C(=X)- is the first substructure; R1 is
consisting of hydrido; R2 is OH (pg 11, Figure 1, formula 1), but Crowley doesn't teach the second chlorine atom on each of the phenyl
rings in the structure. However, Crowley further teaches that the synthesis of the mono-chloro substituted compound is problematic
because the two rings form atropisomers (pg 2, para 2 to pg 3, para 1, The desired analogue 5 was anticipated to be prepared by a
route analogous to that developed for vancomycin,4 with notable modifications. Thus, two aromatic nucleophilic substitution reactions
with formation of the biaryl ethers would be enlisted for CD and DE macrocyclization, a key macrolactamization reaction would be
employed for cyclization of the AB ring system, and the defined order of CD, AB, and DE ring closures was expected to permit
sequential control of the atropisomer stereochemistry of each of the newly formed ring systems or their immediate precursors, Figure 2...
Key unknown features of the approach include the feasibility of conducting the critical CD ring closure enlisting the residue 4 protected
amine versus amide, the resulting unknown atropisomer stereochemical issues (kinetic and thermodynamic diastereoselectivity), and the
impact the deep-seated structural change would have on the conformational features of the CD or ABCD ring systems and those of the
final molecule; see also pg 12, Figure 2, formula 5; see also pg 15, Scheme 2, formula 14 to formula 15). Furthermore, Kraus teaches
that atropisomerism (axial chirality) of a single ortho-chlorine atom was eliminated using a symmetrical disubstitution of a phenyl ring (pg
3888, col 2 to pg 3889, col 1, para 1, Although 2 is one of the most potent anti-T. cruzi compounds reported to date, subsequent studies
showed that there is hindered rotation about the bond connecting the 3-chlorophenyl group and the quinolone ring presumably because
of a clash between the ortho methyl group and the vinylic proton of the quinolone ring. Thus 2 is a mixture of rotamers with the ortho
methyl group either above or below the plane of the quinolone ring... We thus went on to design new analogs that either lack a 2-
substitutent on the 3-chlorophenyl ring or have a C2-symmetric ring in order to avoid rotamer formation; see also pg 3888, Figure 1; see
also pg 3888, Figure 1; see also pg 3890, Table 1, formula 2 and formulas 14-16, especially formula 15 for dichloro substitution).
Therefore, it would have been obvious to a person having ordinary skill in the art to prepare the derivative of the compound of Crowley
with dichloro substitution because this compound is suggested by the teachings of Crowley in view of Kraus. It would have been further
obvious to combine Kraus with Crowley because Crowley teaches that axial chirality of an ortho-chloro substituted phenyl ring is
synthetically problematic (pg 2, para 2 to pg 3, para 1, The desired analogue 5 was anticipated to be prepared by a route analogous to
that developed for vancomycin,4 with notable modifications. Thus, two aromatic nucleophilic substitution reactions with formation of the
biaryl ethers would be enlisted for CD and DE macrocyclization, a key macrolactamization reaction would be employed for cyclization of
the AB ring system, and the defined order of CD, AB, and DE ring closures was expected to permit sequential control of the atropisomer
stereochemistry of each of the newly formed ring systems or their immediate precursors, Figure 2... Key unknown features of the
approach include the feasibility of conducting the critical CD ring closure enlisting the residue 4 protected amine versus amide, the
resulting unknown atropisomer stereochemical issues (kinetic and thermodynamic diastereoselectivity), and the impact the deep-seated
structural change would have on the conformational features of the CD or ABCD ring systems and those of the final molecule; see also
pg 12, Figure 2, formula 5; see also pg 15, Scheme 2, formula 14 to formula 15) and Kraus teaches that a ortho,ortho-dichloro
substituted phenyl moiety eliminates axial chirality for an ortho-chloro subtituted phenyl group (pg 3888, col 2 to pg 3889, col 1, para 1,
Although 2 is one of the most potent anti-T. cruzi compounds reported to date, subsequent studies showed that there is hindered
rotation about the bond connecting the 3-chlorophenyl group and the quinolone ring presumably because of a clash between the ortho
methyl group and the vinylic proton of the quinolone ring. Thus 2 is a mixture of rotamers with the ortho methyl group either above or
below the plane of the quinolone ring... We thus went on to design new analogs that either lack a 2-substitutent on the 3-chlorophenyl
ring or have a C2-symmetric ring in order to avoid rotamer formation; see also pg 3888, Figure 1; see also pg 3888, Figure 1; see also
pg 3890, Table 1, formula 2 and formulas 14-16, especially formula 15 for dichloro substitution) and the ortho,ortho-dichloro substitued
derivative of the compound of Crowley would not have this issue.

--continued on next page--
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--from previous page--

As said compound was known in the art, this cannot be considered a special technical feature that would otherwise unify the inventions
of Group I+.

The inventions of Group I+ thus lack unity under PCT Rule 13.

Note: Claim 6 lacks clarity. Claim 6 references "the structural formula below", but no formula is listed in claim 6, and no meaningful
search could be performed for claim 6. Therefore, for the purpose of completing this ISR, claim 6 was not included in the opinion.
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