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Endpoints 28-day rat DIO study 
high sucrose diet with 4w diet run-in 

14-day rat DIO study 
high fat diet with 4w diet run-in 

Body weight   
Food intake - - 
Hepatic triglycerides   
Hepatic cholesterol -  
Insulin Sensitivity (oGTT)   
Plasma leptin   
Plasma triglycerides  - 
Plasma free fatty acids  nd 

Plasma cholesterol  - 
Plasma ketone bodies  nd 

Plasma insulin -  
Plasma glucose - - 
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Dose 
Plasma Leptin (ng/ml) 

Prebleed* Day 14* Day 20** Day 28** 
0 mg/kg 6.72 ± 0.56 7.65 ± 0.64 9.00 ± 0.98 8.46 ± 0.64 
3 mg/kg 6.63 ± 0.53 6.65 ± 0.67 8.01 ± 1.17 7.71 ± 1.09 

10 mg/kg 6.66 ± 0.59 6.23 ± 1.01 5.42 ± 0.55 6.75 ± 0.78 
30 mg/kg 6.42 ± 0.73 5.42 ± 0.52 4.85 ± 0.74 6.13 ± 0.89 

Chow-fed Controls 4.20 ± 0.42 4.86 ± 0.56 5.34 ± 0.77 6.62 ± 0.81 

Dose 
Plasma Cholesterol (mg/dl) 

Prebleed* Day 7* Day 14* Day 20** Day 28** 
0 mg/kg 100 ± 3 106 ± 3 110 ± 6 118 ± 5 107 ± 4 
3 mg/kg 96 ± 2 94 ± 3 96 ± 3 101 ± 4 102 ± 4 
10 mg/kg 96 ± 3 82 ± 3 87 ± 3 86 ± 4 91 ± 3 
30 mg/kg 99 ± 3 78 ± 3 78 ± 2 74 ± 3 90 ± 3 

Chow-fed Controls 109 ± 2 107 ± 3 107 ± 3 111 ± 6 103 ± 3 

FIGURE 11: Normalization of Hepatic Triglycerides and Reduced 
Hepatic Cholesterol

FIGURE 1: Acetyl CoA Carboxylase (ACC): Master Regulator 
of Fatty Acid Synthesis & Oxidation

•�%HQH¿FLDO� HIIHFWV� RQ� OLSLGV��
EORRG� JOXFRVH�� ZHLJKW�� SRWHQ-
WLDOO\�GLDEHWHV�DQG�&9�ULVN�

•�1LPEXV�� First� VPDOO� PROHFXOH�
allosteric�LQKLELWRU�VXFFHVVIXO-
O\�WDUJHWLQJ�%&�GRPDLQ��

Geraldine Harriman, Jeremy Greenwood, Sathesh Bhat, 
Rosana Kapeller, and H. James Harwood Jr. 
Nimbus Discovery, Cambridge, MA and Schrodinger, New York, NY (USA)

ABSTRACT
6LPXOWDQHRXV� LQKLELWLRQ� RI� WKH� DFHW\O�&R$� FDUER[\ODVH� LVR]\PHV��$&&�� 	�
$&&��� UHVXOWV� LQ�FRQFRPLWDQW� LQKLELWLRQ�RI� IDWW\�DFLG�V\QWKHVLV� �)$6\Q��DQG�
VWLPXODWLRQ�RI�IDWW\�DFLG�R[LGDWLRQ��)$2[Q��DQG�PD\�IDYRUDEO\�DIIHFW�REHVLW\��
GLDEHWHV��DQG�IDWW\�OLYHU�GLVHDVH��2XU�HIIRUWV�WR�GLVFRYHU�$&&�LQKLELWRUV�KDYH�
IRFXVHG�RQ�LQWHUDFWLRQ�ZLWK�WKH�VXEXQLW�GLPHUL]DWLRQ�VLWH�RQ�WKH�ELRWLQ�FDUER[\-
ODVH��%&��GRPDLQ�RI�WKH�HQ]\PH�WR�ZKLFK�WKH�SKRVSKRSHSWLGH�RI�SKRVSKR$&&�
ELQGV�WR�SUHYHQW�GLPHUL]DWLRQ�DQG�WR�ZKLFK�WKH�IXQJDO�PHWDEROLWH�6RUDSKHQ�$�
LQWHUDFWV��8VLQJ�VWDWH�RI�WKH�DUW�VWUXFWXUH�EDVHG�GUXJ�GHVLJQ�DQG�FU\VWDO�VWUXF-
WXUHV�RI�KXPDQ�$&&��%&�GRPDLQ��ZH�LGHQWL¿HG�D�XQLTXH�VHULHV�RI�DOORVWHULF�
LQKLELWRUV�WKDW�ELQG�WR�WKH�6RUDSKHQ�ELQGLQJ�VLWH��LQKLELW�HQ]\PDWLF�DFWLYLW\��H[-
KLELW�IXQFWLRQDO�DFWLYLW\�LQ�FXOWXUHG�FHOOV��DQG�H[KLELW�IDYRUDEOH�GUXJ�OLNH�SURS-
HUWLHV� DQG� in vivo� HI¿FDF\�� )RU� H[DPSOH��1',����� LQKLELWV� KXPDQ�$&&�	��
�,&�������Q0���LQKLELWV�+HS*��FHOO�)$6\Q��(&������Q0���VWLPXODWHV�&�&���FHOO�
)$2[Q����IROG�����Q0���LQKLELWV�UDW�OLYHU�)$6\Q��('��������PJ�NJ���DQG�VWLPX-
ODWHV�UDW�ZKROH�ERG\�)$2[Q��0('���PJ�NJ���:KHQ�DGPLQLVWHUHG�RUDOO\��[�GD\�
IRU����GD\V�WR�KLJK�IDW�IHG�GLHW�LQGXFHG�REHVH��',2��UDWV�DW�GRVHV������PJ�
NJ��1',�����UHGXFHG�ZHLJKW�JDLQ�ZLWKRXW�DIIHFWLQJ�IRRG�LQWDNH��UHGXFHG�WKH�
K\SHUOHSWLQHPLD�DQG�K\SHULQVXOLQHPLD�SURGXFHG�E\�WKH�KLJK�IDW�GLHW�ZLWKRXW�
DOWHULQJ�SODVPD�JOXFRVH��LPSURYHG�LQVXOLQ�VHQVLWLYLW\��RUDO�JOXFRVH�WROHUDQFH�
WHVWLQJ���DQG�UHGXFHG�KHSDWLF�WULJO\FHULGHV�WR�FKRZ�IHG�FRQWURO�OHYHOV��:KHQ�
DGPLQLVWHUHG�DV�DERYH�IRU����GD\V�WR�KLJK�VXFURVH�IHG�',2�UDWV��LQ�DGGLWLRQ�
WR�WKH�DERYH�HIIHFWV��1',�����DOVR�UHGXFHG�SODVPD�WULJO\FHULGHV�DQG�IUHH�IDW-
W\�DFLGV�WR�FKRZ�IHG�FRQWURO�OHYHOV�DQG�PDUNHGO\�UHGXFHG�SODVPD�FKROHVWHURO��
7KHVH�REVHUYDWLRQV�VXJJHVW�WKDW�RXU�DOORVWHULF�$&&�LQKLELWRUV�PD\�IDYRUDEO\�
DIIHFW�REHVLW\��GLDEHWHV��DQG�IDWW\�OLYHU�GLVHDVH�

FIGURE 2: Nimbus’ Unique Approach Identi!ed 
Potent ACC BC Domain Inhibitors Targeting 
Soraphen Binding Site

•�1LPEXV� WRRN� DQ� RUWKRJRQDO�
DSSURDFK�DQG�GHVLJQHG�LQKLE-
LWRUV� WKDW� ERXQG� WR� WKH�6RUD-
SKHQ� ELQGLQJ� VLWH� LQ� WKH� %&�
GRPDLQ�RI�WKH�$&&�FRPSOH[� Soraphen A

•�$� VWUXFWXUH�EDVHG� YLUWXDO�
VFUHHQ� RI� ���0� OHDG�OLNH�
PROHFXOHV� ZDV� SHUIRUPHG�
XWLOL]LQJ�6FKURGLQJHU¶V�FRP-
SXWDWLRQDO� WRROV� LQFOXGLQJ�
:DWHU0DS�DQG�*OLGH��7KLV�
OHG� WR� WKH� LGHQWL¿FDWLRQ� RI�
D�KLJK�TXDOLW\� IDPLO\� RI� KLW�
PROHFXOHV�ZLWK�PLFURPRODU�
LQKLELWRU\�HIIHFWV�DJDLQVW�WKH�
HQ]\PH�� &R�FU\VWDO� VWUXF-
WXUHV� RI� PHPEHUV� RI� WKLV�
VHULHV�LQ�WKH�KXPDQ�%&�GR-
PDLQ� FRQ¿UPHG� WKH�PRGHO�
DQG�RXU�DSSURDFK�

•�,Q�DQ�LWHUDWLYH�GHVLJQ�IDVKLRQ�RYHU�WKH�QH[W����PRQWK�SHULRG��WKH�SRWHQF\�RI�WKLV�IDPLO\�RI�KLWV�ZHUH�LP-
SURYHG�����[�XWLOL]LQJ�WKH�FRPSXWDWLRQDO�PRGHO�IRFXVLQJ�RQ�WKH�UHSODFHPHQW�RU�VWDELOL]DWLRQ�RI�KLJK�
HQHUJ\�K\GUDWLRQ�VLWHV�ZLWKLQ�WKH�6RUDSKHQ�ELQGLQJ�VLWH��

•�6LPXOWDQHRXV�WR�WKH�SRWHQF\�LPSURYHPHQWV��GUXJ�OLNH�SURSHUWLHV�ZHUH�RSWLPL]HG�WR�GHOLYHU�'HYHORS-
PHQW�&DQGLGDWH�TXDOLW\�PROHFXOHV�WKDW�KDYH�GHPRQVWUDWHG�DFWLYLW\� LQ�FKURQLF�PRGHOV�RI�PHWDEROLF�
V\QGURPH�DQG�GLDEHWHV��

FIGURE 7: Data Summary of 
ND-630 in High Fat and High 
Sucrose DIO Rat Studies

FIGURE 3: Nimbus Approach has Delivered ACC Inhibitors 
with Demonstrated in Vivo Ef!cacy in 16 Months

SUMMARY
•�$�VWUXFWXUH�EDVHG�YLUWXDO�VFUHHQ�DQG�GUXJ�GHVLJQ�DSSURDFK�XWLOL]LQJ�:DWHU-
0DS�ZDV�XVHG�WR�LGHQWLI\�DOORVWHULF�LQKLELWRUV�RI�$&&�WKDW�XQLTXHO\�ELQG�WR�WKH�
%&�GRPDLQ��

•�,QKLELWRUV�ZHUH�VXFFHVVIXOO\�RSWLPL]HG�IRU�H[FHOOHQW�SRWHQF\��GUXJ�OLNH�SURS-
HUWLHV�DQG�in vivo�HI¿FDF\�LQ����PRQWKV

•�1'�����GHPRQVWUDWHG�LQ�YLYR�SURRI�RI�FRQFHSW�LQ�SKDUPDFRORJLFDOO\�UHOHYDQW�
PRGHOV�RI�WDUJHW�HQJDJHPHQW�DQG�HI¿FDF\��UDW�)$6\Q�('��� ������PSN��32��
	�UDW�54�0('� ���PJ�NJ��32��0('���PJ�NJ�',2�PRGHO�

ONGOING STUDIES
•�(YDOXDWLRQ�RI�1'�����LQ�=')�GLDEHWLF�UDW�PRGHO�

•�(YDOXDWLRQ�RI�1'�����LQ�+DPVWHU�/LSLG�ORZHULQJ�PRGHO�

FIGURE 4: ND-630 Displays Excellent Drug-like Properties
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FIGURE 6: ND-630 in vivo Proof of Concept: 
Target Engagement in the Liver and Muscle

7DUJHW�(QJDJHPHQW�LQ�/LYHU
�)DWW\�DFLG�V\QWKHVLV�LQKLELWLRQ�

7DUJHW�(QJDJHPHQW�LQ�0XVFOH
�5HVSLUDWRU\�TXRWLHQW�

FIGURE 5: Proof of Mechanism: 
ND-630 Acutely Inhibits ACC Prevents Malo-
nyl CoA Production in the Liver 
(ED50~1.5 mg/kg)

FIGURE 8: Weight Neutral Pro!le; Well Tolerated. Reduction in Weight 
Gain at High Dose

FIGURE 9: Reduction in Whole Body Fat at All Doses

FIGURE 10: Improvement in Insulin Sensitivity

FIGURE 13: Dose Dependent Decrease of Plasma Cholesterol

FIGURE 14: Increase Noted 
in Total Ketones

•�:HLJKW�QHXWUDO��ZLWK�ZHLJKW�JDLQ�
� UHGXFWLRQ�DW�KLJK�GRVH�

•�1R�FKDQJH�LQ�IRRG�LQWDNH�

•�1R�GLIIHUHQFHV�LQ�IHG�EORRG�JOXFRVH�

•�$QLPDOV�KHDOWK\�

•�(YLGHQFH�RI�GHFUHDVHG�DGLSRVLW\��
UHVXOWLQJ�LQ�LPSDFW�RQ�LQVXOLQ�
� VHQVLWLYLW\�

•�1'����� 5HGXFHV� ERWK� SODVPD�
FKROHVWHURO�	�SODVPD�WULJO\FHULGHV�

��'DWD� DUH�PHDQ� YDOXHV� IRU� Q ��� DQLPDOV�
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•�1LPEXV¶�DOORVWHULF�LQKLELWRUV�VKRZ�
SURPLVH� IRU� GLDEHWHV�� PHWDEROLF�
GLVHDVH��DQG�IDWW\�OLYHU�GLVHDVH�

FIGURE 12: Dose Dependent Decrease of Plasma Triglycerides 
and Free Fatty Acids ��'DWD�DUH�PHDQ�YDOXHV�IRU�Q ��DQLPDOV�SHU�JURXS���6(0�
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