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10~40mg
5~30
5~60mg
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OQZARAFZF 40
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BB 7 A(NA
SH)

Al 1 EaNg
300mg/ ke

P
A
10mg/kg

(F¥1L£sD)

18HH:n

18HH:n

18HH:n

18HH:n

¥ T3 HEI.

RO 8T (18

HH)

e R Wi v
b st— A (mg/d
L)

11727

440153

437 +42

441+ 46

407+ 15

742190

MLSEA > A Y
> (ng/mlL)

0.89+0.44

0.12+0.04

0.1310.04

0.17X0.06
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g/dL)

MmiEAL T (U

/]jﬁ (18i3 0 +23 41115 277 32+14 39+15
MmAEA ST (U

/]jﬁ (ﬁlil?; 116148 100+44 88 1+32 147 +122 121138
m¥EEAL P (U

/]ﬁ% (313i35 394+ 68 38278 6421+ 167 794157 671104
MmAEG G T (U

= (liO 1+0 10 1+0 1+0 10

/L)
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i 1%
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=2 (mg/dL)

i Eya

?ﬁ% J 0.3X0.0 0.210.1 0.21+0.1 0.3x0.2 0.310.1 0.3X0.1
Y (mg/dL)
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e Fex
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4 >FIB | BR FIBR {LFIBR
R
R 6 4156.0 477.0 21.0 4.4
A1 -300mg 5 427.8 454.4 26.6 6.7
2 B oL 600mg 5 452.4 411.0 -41.4 -9.3
5 BB 900mg 3 448.8 435.9 -12.9 -3.2
A -300mg+ 7 R AR 478.0 481.3 3.3 1.0
& F2710mg 4
A -300mg+ 7 R AR 449.8 460.8 11.0 2.3
< A0mg 5
A -300mg+ 7 R AR 448.5 408.5 —40.0 -9.1
& F 2 80mg 8
BB 600mg+ T R AR 495.8 386.7 -109.2 —22.5
& F2710mg 6
B 600mg+ T RS 529.0 470.4 —5H8.6 -10.8
& < 2-40mg b
BB 600mg+ T R AR 450.2 375.6 —74.6 -16.8
& F 2 80mg 5
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& F2710mg 4
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& < 2-80mg 4
T B AR AHF 2 10mg 7 442 .4 4454 3.0 0.9
T B AN AH F 2 40mg 6 451.0 469.5 18.5 3.8
T b AR A LS F L 80meg 3 425.7 434.7 9.0 1.9
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T RASNAET 16 |4425 452.4 9.9 2.2
Y N 18 |4439 434.1 -9.8 2.2
LI 3300mg+ 7 LS A 455.8 441.0 -14.8 -3.4
B2F 17
5 LA 600mg+ 7 RS A 491.9 409.4 -82.6 -17.1
A v 16
B H 2 900mg+ 7 VSR 443.8 429.8 -14.0 2.6
B 11
7R 6 456.0 477.0 21.0 4.4
*tEOAEH 84 |4425 452.4 9.9 2.2
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n—~6 n—>5 n—»>5o n—38
R ARTA
SRR T A | 456.0 427.8 452.4 448.8
YIZATY I
e
=k
LSTY (SE |21.026.4 26.0(29.3) -41.5(28.9) -13.0(22.9)
)
= 5.0 —62.5 -34.0
95% CI1 (-73.8,83.8) (-104.7,15.7) (-103.8,35.7)
p fifi 0.9004 0.1155 0.3338
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N=16 N=17 N=16 N=11
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FH 442 5 455.8 4919 443.8
4k
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#il4 D $ilaE
P D R4 (450/40mg G/A) (300/10mg G/A)
% w/w mg/Z 7TV | % w/w mg/ % 7L
¥ b > b
B AH L7 b | 50.18 540.61 56.91 360.40
T MARARZF U IAT | 4.06 43.78 1.73 10.94
AN
IR A T I 12.19 131.32 0.00 0.00
PR A — R N | 3.50 37.71 4.00 25.33
F(PH 101)
ARE—F1500 6.50 70.03 0.00 0.00
yaRhaRa—2ZF k| 3.00 32.32 3.00 19.00
PRI
EFrfxi7Tab At | 5.30 57.10 5.00 31.67
H—AEXF
B DORRSY #l4D #l4E
(450/40mg G/A) (300/10mg G/A)
% w/w mg/Z 7L | % w/w mg/# 7 L
¥ b > b
Pkt a2 N | 11.27 121.46 25.37 160.65
F (PH 102)
VA= e 2 0.00 0.00 0.00 0.00
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A (FEvi)
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INTERNATIONAL SEARCH REPORT International application No,
PCT/US 16/60837

Box No. 1T Observations where certain claims were found unsearchable (Continuation of item 2 of flrst sheet)

This intemational search report has not been established in respect of certain claims under Article 17{2)(a) for the following reasons:

1. D Claims Nos.: .

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Mos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

v
P Claims Nos.: 6-24, 50-61, 6871 and 8388
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIl  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
See Supplemental Box

N
1. As all required additicnal search fees were timely paid by the applicant, thig international search repor covers all searchablg™
claims.

Z D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite paymen1 of
additional fees. R

3. El As only some of the required additional search fees were timely paid by the applicant, this intemational search report covcrs
only those claims for which fees were paid, specifically claims Nos.:

4, D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the:
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protesi
fee was not paid within the time limit specified in the invitation, 5

& No protest accompanied the payment of additional search fees.
Form PCT/ISA/210 (continuation of first sheet {2)) (January 2015)




(69) JP 2018-536710 A 2018.12.13

PCT/US2016/060837 13.03.2017
3

- INTERNATIONAL SEARCH REPORT [“-temati(ma[ application No. s
PCTAIS 16/60837

A.  CLASSIFICATION OF SUBJECT MATTER -
IPC(8) - AB1K 311194, AB1P 1/18 {2017.01)
CPC - AB1K31/18 ‘
According to [nternational Patent Classification (IPC) or to both national classification and [PC L

B. FIELDS SEARCHED 1
i

Minimum documentation searched (classification system followed by classification symbols)
IPC{8) - AG1K 317194, AG1P 1118 (2017.01)

CPC - AB1K 3119

Documentation searched other than minimum documentation ko the extent that such documents are included in the fields searched

Electranie data base consulted during the intemational search {name of data base and, where practicable, search terms used)
PalBase, Google Scholar, Reaxys, PubChem; search terms: traating typa Iib hyparllpn:lamm administering gemcabene statin fibrinogen
atorvastatin stealosis hepatic cirrhosis NASH hypercholesterclamia —

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passapes Relevant to claim Mo: ™
X WO 2015/143276 A1 (Esparion Therapeutics Inc) 24 Septernber 2015 (24.09.2015); para[0008), | 44-45
- para[0007], para{0013] J—
Y 46
X US 201440234288 A1 (Grabowslkd) 21 August 2014 (21.08.2014); para[0007], para[00D6], 47-49, 72-74
- paraf002&], paral0027)], para[0937),paraf0087] —
Y 62-67, 75-79
X S 2009/0186834 A1 {Talloy et al} 23 July 2008 (23.07.2009); para[0013), para[0014], 80-82
para[0052]
X B Mandema et al. 'Model-Based Devalopment of Gemcabene, a New Lipid-Altering Agent’, The 1-5
— AAPS Journal, 7 October 2005 (07.10.2005), Vol .7, pageES13-E522; pES13, pE515, pE5S18, —
Y pES18 25-43, 63-67, 75-79 i

"| Davidson et al. 'Efficacy and Tolerability of AtorvastatinfFencfibrate Fixed-Dose Combination !
Y Tablet Compared With Atorvastatin and Fenofibrate Monotherapias in Patients With 25.43

Dyslipidemia: A 12-Waek, Multicenter, Double-Blind, Randomized, Parallel-Group Study’,
Clinical Therapeutics, 25 January 2010 {25,01,2010}, Vol.31, page2824-26838; p2824

Y US 5,783,600 A (Bisgaier et al.} 21 July 1998 (21.07.1898); col2, col7, col14 46

Y | Kiginer at al. 'Design and Validation of a Histological Scoring System for Nonalcoholic Fatty 6267
Liver Disease', Hapatology, 24 May 2005 (24.05.2005), Vol.41, pages1313-1321; Abstract

}E Further documents are listed in the continuation of Box C. )X{ .

*  Spevial vategorivs of iled ducuments: “T" later document published afer the intermationat fiting date or priority

"A" document defining the general state of the art which is not considered date and not in conflict with the application but cited o understand |
to be of particular relevance the principte or theory underlying the invention

“E” earlier application or patent but published on or afterthe intemational «x» 4 of particutar rel : the claimed inventi cannul'h':" :
filing date considered novel or cannot be considered to involve an inventive |

“L"  document which may throw doubts on priority claim(s) or which is step when the document is taken alone . e ;
cited to cstablish the publication date of another citation or other wyr g of particular el . the claimed i fon cnmot'be |
special reason (as specified) o considtred 1o, volve an inventive step when the document-is *

“Q" document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such combmalmn
means being obvious to a person skilled in the art

“P"  document published prior to the international filing date but later than  « g
the pnnm)P date ¢]m,':,e¢ 2 '&" document member of the same patent family

Date of the actual completion of the international search Date of mailing of the international search report
07 February 2017 13 MAR 2017

Name and mailing address of the ISA/US Authorized officer:
Mail Stop PCT, Attn; 1SNUS._C9mmissinner for Patents Lee W. Young

P.O. ?u).a 1450, Alexandria, Virginia 22313-1450 PET Helpdask: §71.272-4300

Facsimile No. 571-273-8300 PCT OSP: 571:272-7774

Form PCT/ISA/210 {second sheet) (January 2015) -
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INTERNATIONAL SEARCH REPORT. : Internatipnal application No,
PCTIUS 16/60837 1

C {Continuation).  DOCUMENTS CONSIDERED TO BE RELEVANT

Catcgory* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim i\la_
A *| Kotronen et at. 'Fatty Liver A Noval Component of the Metabelic Syndrome’, Arteriosderosis, 96 *
Thrambosis, and Vascular Biology, 19 December 2007 (19.12.2007), Vol.28, page27-38; p27
A ~| Guha, ‘Classification of dyslipidasmia’, Diapedia, 13 August 2014 {13.08,2004), 1-5, 49 v
(hitp:iiwww.diapedia.org/associated-disorders/6 104914 176/classification-of-dyslipidasmia),
pagei-5; p2
A “['Chen st al. Flbrinegen blood test, MedlinePlus, 27 January 2015 (27.01 .2015), 81.82

(https:#/medlineplus.gov/ency/article/003650.htm), page1-3; p1
A US 2015/0005386 A1 (Bisgaier) 0t January 2015 (01.01.2015); entire document 1-5, 25-49, 62-67, 72.82 |

'
v

~

Form PCT/ISAf210 (continuation of second sheet) (January 2015)
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Box Ill Continuation

This application contains the following inventions or groups of inventions which are not so finked as to form a single genaral inventive
concapt under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fess must be peid.

Group I: Claims 1-5, 47-49, 62-67 and 72-82 drawn to a mathod of traating a subject having type IIb hyparipldemia/reduging the -
accurnulation of liver fatireduction of the NAFDL activity score/reducing hepatic fibrosisireducing hepatic fibrosis/raducing plasma
fibrinogen ievels comprising, administe 1ing to the subject gemcabene in combination with a low or moderate dose of a statin

Group il ¢laims 25-43 drawn to a fixed dose combination comprising an amount of gameabana frem about 50 mg to about 900 mg and
an amount of a statin from about 1 mg to about 0 mg

Group lil: Claims 44-4G, drawn to 2 method for treating or preventing hepatic steatosis, comprising administering to a subject in need
thereof an effactive amount of a compound of formula (1) or formula {11}

The inventions listed as Groups |-l do not relate o a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or coresponding special technical features for the following reasoens:

spacial tachnical feature: . —

Groups | and |l do not require mathad for treating or prevanting hapatic steatosis, cemprising administering o a subject in need thereof
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Group Il does not require a method of treatment comprising the administration of the drug, as required by groups | and HI
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Groups | and |1l share the technical feature of administering pharmaceutical agent for treating diseases.

However, this shared technical feature does not rapresant a contribution over prior art, because the shared technical featurs is being

anticipated by US 2012/0165411 At to Bisgaier et al. {heralnafer ?Bisgaiar?}. Bisgaler teachas adminlstering the combinations of
gemcabene and statin to a subject for treating {para [0084]; claims 7-10}

As the technical features ware known in the art at the time of the inventian, this cannot be considered a spectal technical feature that  _
would otherwise unify the groups.

Groups I-1i therefore lack unity under PCT Rule 13 bacause they do not share a same or correspending special technical feature. . |
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