
 
 

 

 

 

HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use 
QSYMIA® safely and effectively.  See full prescribing 
information for QSYMIA. 

QSYMIA (phentermine and topiramate extended-release) 
capsules, for oral use, CIV 
Initial U.S. Approval: 2012 

��������������������INDICATIONS AND USAGE�������������������������� 
4V\PLD�LV�D�FRPELQDWLRQ�RI�SKHQWHUPLQH��D�V\PSDWKRPLPHWLF�DPLQH� 
DQRUHFWLF��DQG�WRSLUDPDWH�H[WHQGHG�UHOHDVH��DQ�DQWLHSLOHSWLF�GUXJ�� 
LQGLFDWHG�DV�DQ�DGMXQFW�WR�D�UHGXFHG�FDORULH�GLHW�DQG�LQFUHDVHG� 
SK\VLFDO�DFWLYLW\�IRU�FKURQLF�ZHLJKW�PDQDJHPHQW�LQ�DGXOWV�ZLWK�DQ� 
LQLWLDO�ERG\�PDVV�LQGH[��%0,��RI�� 
x ���NJ�P��RU�JUHDWHU��REHVH������RU�� 
x ���NJ�P��RU�JUHDWHU��RYHUZHLJKW��LQ�WKH�SUHVHQFH�RI�DW�OHDVW�RQH� 
ZHLJKW�UHODWHG�FRPRUELGLW\�VXFK�DV�K\SHUWHQVLRQ��W\SH���GLDEHWHV� 
PHOOLWXV��RU�G\VOLSLGHPLD����� 

/LPLWDWLRQV�RI�8VH�� 
x 7KH�HIIHFW�RI�4V\PLD�RQ�FDUGLRYDVFXODU�PRUELGLW\�DQG�PRUWDOLW\� 
KDV�QRW�EHHQ�HVWDEOLVKHG������ 
x	 7KH�VDIHW\�DQG�HIIHFWLYHQHVV�RI�4V\PLD�LQ�FRPELQDWLRQ�ZLWK�RWKHU� 
SURGXFWV�LQWHQGHG�IRU�ZHLJKW�ORVV��LQFOXGLQJ�SUHVFULSWLRQ�DQG�RYHU� 
WKH�FRXQWHU�GUXJV��DQG�KHUEDO�SUHSDUDWLRQV��KDYH�QRW�EHHQ� 
HVWDEOLVKHG������ 
� 

�����������������DOSAGE AND ADMINISTRATION������������������� 
x 7DNH�RQFH�GDLO\�LQ�PRUQLQJ��$YRLG�HYHQLQJ�GRVH�WR�SUHYHQW� 
LQVRPQLD�������� 
x 5HFRPPHQGHG�GRVH��4V\PLD������PJ����PJ��SKHQWHUPLQH������ 
PJ�WRSLUDPDWH����PJ�H[WHQGHG�UHOHDVH��GDLO\�IRU����GD\V��WKHQ� 
LQFUHDVH�WR�����PJ����PJ�GDLO\�������� 
x 'LVFRQWLQXH�RU�HVFDODWH�GRVH��DV�GHVFULEHG��LI����ZHLJKW�ORVV�LV�QRW� 
DFKLHYHG�DIWHU����ZHHNV�RQ�����PJ����PJ�GRVH�������� 
x 'LVFRQWLQXH�4V\PLD�LI����ZHLJKW�ORVV�LV�QRW�DFKLHYHG�DIWHU���� 
ZHHNV�RQ�PD[LPXP�GDLO\�GRVH�RI����PJ����PJ�������� 
x 'LVFRQWLQXH����PJ����PJ�GRVH�JUDGXDOO\��DV�GHVFULEHG��WR�SUHYHQW� 
SRVVLEOH�VHL]XUH�������� 
x 'R�QRW�H[FHHG�����PJ����PJ�GRVH�IRU�SDWLHQWV�ZLWK�PRGHUDWH�RU� 
VHYHUH�UHQDO�LPSDLUPHQW�RU�SDWLHQWV�ZLWK�PRGHUDWH�KHSDWLF� 
LPSDLUPHQW������������� 
� 

�����������������DOSAGE FORMS AND STRENGTHS����������������� 
&DSVXOHV���SKHQWHUPLQH�PJ�WRSLUDPDWH�PJ�H[WHQGHG�UHOHDVH�� 
x �����PJ����PJ����� 
x ����PJ����PJ����� 
x ������PJ����PJ������ 
x ���PJ����PJ����� 
� 

������������������������CONTRAINDICATIONS��������������������������� 
x 3UHJQDQF\����� 
x *ODXFRPD����� 
x +\SHUWK\URLGLVP����� 
x 'XULQJ�RU�ZLWKLQ����GD\V�RI�WDNLQJ�PRQRDPLQH�R[LGDVH�LQKLELWRUV�� 
���� 

x	 .QRZQ�K\SHUVHQVLWLYLW\�RU�LGLRV\QFUDV\�WR�V\PSDWKRPLPHWLF� 
DPLQHV����� 
� 

����������������WARNINGS AND PRECAUTIONS���������������������� 
x )HWDO�7R[LFLW\��)HPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO��2EWDLQ�QHJDWLYH� 
SUHJQDQF\�WHVW�EHIRUH�WUHDWPHQW�DQG�PRQWKO\�WKHUHDIWHU��XVH� 
HIIHFWLYH�FRQWUDFHSWLRQ��4V\PLD�LV�DYDLODEOH�WKURXJK�D�OLPLWHG� 
SURJUDP�XQGHU�D�5LVN�(YDOXDWLRQ�DQG�0LWLJDWLRQ�6WUDWHJ\��5(06�� 
������� 
x ,QFUHDVH�LQ�+HDUW�5DWH��0RQLWRU�KHDUW�UDWH�LQ�DOO�SDWLHQWV��HVSHFLDOO\� 
WKRVH�ZLWK�FDUGLDF�RU�FHUHEURYDVFXODU�GLVHDVH�������� 
x 6XLFLGDO�%HKDYLRU�DQG�,GHDWLRQ��0RQLWRU�IRU�GHSUHVVLRQ�RU�VXLFLGDO� 
WKRXJKWV��'LVFRQWLQXH�4V\PLD�LI�V\PSWRPV�GHYHORS�������� 
x $FXWH�0\RSLD�DQG�6HFRQGDU\�$QJOH�&ORVXUH�*ODXFRPD�� 
'LVFRQWLQXH�4V\PLD�������� 
x 0RRG�DQG�6OHHS�'LVRUGHUV��&RQVLGHU�GRVH�UHGXFWLRQ�RU�ZLWKGUDZDO� 
IRU�FOLQLFDOO\�VLJQLILFDQW�RU�SHUVLVWHQW�V\PSWRPV�������� 
x &RJQLWLYH�,PSDLUPHQW��0D\�FDXVH�GLVWXUEDQFHV�LQ�DWWHQWLRQ�RU� 
PHPRU\��&DXWLRQ�SDWLHQWV�DERXW�RSHUDWLQJ�DXWRPRELOHV�RU� 
KD]DUGRXV�PDFKLQHU\�ZKHQ�VWDUWLQJ�WUHDWPHQW�������� 
x 0HWDEROLF�$FLGRVLV��0HDVXUH�HOHFWURO\WHV�EHIRUH�GXULQJ�WUHDWPHQW�� 
������� 
x (OHYDWHG�&UHDWLQLQH��0HDVXUH�FUHDWLQLQH�EHIRUH�GXULQJ�WUHDWPHQW�� 
������� 
x 8VH�RI�$QWLGLDEHWLF�0HGLFDWLRQV���:HLJKW�ORVV�PD\�FDXVH� 
K\SRJO\FHPLD��0HDVXUH�VHUXP�JOXFRVH�EHIRUH�GXULQJ�WUHDWPHQW�� 
������� 

� 
�����������������������ADVERSE REACTIONS���������������������������� 
0RVW�FRPPRQ�DGYHUVH�UHDFWLRQV��LQFLGHQFH�JUHDWHU�WKDQ�RU�HTXDO�WR� 
���DQG�DW�D�UDWH�DW�OHDVW�����WLPHV�SODFHER��DUH��SDUDHVWKHVLD�� 
GL]]LQHVV��G\VJHXVLD��LQVRPQLD��FRQVWLSDWLRQ��DQG�GU\�PRXWK�������� 
� 
To report SUSPECTED ADVERSE REACTIONS, contact 
VIVUS, Inc., at 1-888-998-4887 or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch. 

������������������������DRUG INTERACTIONS���������������������������� 
x	 2UDO�FRQWUDFHSWLYHV��$OWHUHG�H[SRVXUH�PD\�FDXVH�LUUHJXODU� 
EOHHGLQJ�EXW�QRW�LQFUHDVHG�ULVN�RI�SUHJQDQF\���$GYLVH�SDWLHQWV�QRW� 
WR�GLVFRQWLQXH�RUDO�FRQWUDFHSWLYHV�LI�VSRWWLQJ�RFFXUV�������� 

x	 &16�GHSUHVVDQWV�LQFOXGLQJ�DOFRKRO��3RWHQWLDWH�&16�GHSUHVVDQW� 
HIIHFWV���$YRLG�FRQFRPLWDQW�XVH�RI�DOFRKRO�������� 
x	 1RQ�SRWDVVLXP�VSDULQJ�GLXUHWLFV��0D\�SRWHQWLDWH�K\SRNDOHPLD��� 
0HDVXUH�SRWDVVLXP�EHIRUH�GXULQJ�WUHDWPHQW�������� 
� 

������������������USE IN SPECIFIC POPULATIONS������������������� 
x	 1XUVLQJ�0RWKHUV��'LVFRQWLQXH�GUXJ�RU�QXUVLQJ�������� 
x	 3HGLDWULF�8VH���6DIHW\�DQG�HIIHFWLYHQHVV�QRW�HVWDEOLVKHG�DQG�XVH�QRW� 
UHFRPPHQGHG�������� 

� 
� 
See 17 for PATIENT COUNSELING INFORMATION and 
Medication Guide 

Revised: 03/2018 

Reference ID: 4238280 
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1 

FULL PRESCRIBING INFORMATION 

INDICATIONS AND USAGE 

4V\PLD�LV�LQGLFDWHG�DV�DQ�DGMXQFW�WR�D�UHGXFHG�FDORULH�GLHW�DQG�LQFUHDVHG�SK\VLFDO�DFWLYLW\�IRU�FKURQLF�ZHLJKW� 
PDQDJHPHQW�LQ�DGXOW�SDWLHQWV�ZLWK�DQ�LQLWLDO�ERG\�PDVV�LQGH[��%0,��RI� 

x ���NJ�P��RU�JUHDWHU��REHVH���RU� 

x ���NJ�P��RU�JUHDWHU��RYHUZHLJKW��LQ�WKH�SUHVHQFH�RI�DW�OHDVW�RQH�ZHLJKW�UHODWHG�FRPRUELGLW\�VXFK�DV� 
K\SHUWHQVLRQ��W\SH���GLDEHWHV�PHOOLWXV��RU�G\VOLSLGHPLD�� 

/LPLWDWLRQV�RI�8VH� 

x 7KH�HIIHFW�RI�4V\PLD�RQ�FDUGLRYDVFXODU�PRUELGLW\�DQG�PRUWDOLW\�KDV�QRW�EHHQ�HVWDEOLVKHG�� 

x 7KH�VDIHW\�DQG�HIIHFWLYHQHVV�RI�4V\PLD�LQ�FRPELQDWLRQ�ZLWK�RWKHU�SURGXFWV�LQWHQGHG�IRU�ZHLJKW�ORVV�� 
LQFOXGLQJ�SUHVFULSWLRQ�DQG�RYHU�WKH�FRXQWHU�GUXJV�DQG�KHUEDO�SUHSDUDWLRQV�KDYH�QRW�EHHQ�HVWDEOLVKHG�� 

2 DOSAGE AND ADMINISTRATION 

2.1 General Dosing and Administration 

'HWHUPLQH�WKH�SDWLHQW¶V�%0,���%0,�LV�FDOFXODWHG�E\�GLYLGLQJ�ZHLJKW��LQ�NLORJUDPV��E\�KHLJKW��LQ�PHWHUV�� 
VTXDUHG���$�%0,�FRQYHUVLRQ�FKDUW��7DEOH����EDVHG�RQ�KHLJKW�>LQFKHV��LQ��RU�FHQWLPHWHUV��FP�@�DQG�ZHLJKW� 
>SRXQGV��OE��RU�NLORJUDPV��NJ�@�LV�SURYLGHG�EHORZ��� 

Table 1. BMI Conversion Chart 

Weight 
(lb) 125 130 135 140 145 150 155 160 165 170 175 180 185 190 195 200 205 210 215 220 225 

(kg) 56. 8 59. 1 61. 4 63. 6 65. 9 68. 2 70. 5 72. 7 75. 0 77. 3 79. 5 81. 8 84. 1 86. 4 88. 6 90. 9 93. 2 95. 5 97. 7 100. 0 102. 3 
Height 

(in) (cm) 
58 147. 3 26 27 28 29 30 31 32 34 35 36 37 38 39 40 41 42 43 44 45 46 47 

59 149. 9 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 43 44 45 46 

60 152. 4 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 

61 154. 9 24 25 26 27 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 

62 157. 5 23 24 25 26 27 27 28 29 30 31 32 33 34 35 36 37 38 38 39 40 41 

63 160. 0 22 23 24 25 26 27 28 28 29 30 31 32 33 34 35 36 36 37 38 39 40 

64 162. 6 22 22 23 24 25 26 27 28 28 29 30 31 32 33 34 34 35 36 37 38 39 

65 165. 1 21 22 23 23 24 25 26 27 28 28 29 30 31 32 33 33 34 35 36 37 38 

66 167. 6 20 21 22 23 23 24 25 26 27 27 28 29 30 31 32 32 33 34 35 36 36 

67 170. 2 20 20 21 22 23 24 24 25 26 27 27 28 29 30 31 31 32 33 34 35 35 

68 172. 7 19 20 21 21 22 23 24 24 25 26 27 27 28 29 30 30 31 32 33 34 34 

69 175. 3 18 19 20 21 21 22 23 24 24 25 26 27 27 28 29 30 30 31 32 33 33 

70 177. 8 18 19 19 20 21 22 22 23 24 24 25 26 27 27 28 29 29 30 31 32 32 

71 180. 3 17 18 19 20 20 21 22 22 23 24 24 25 26 27 27 28 29 29 30 31 31 

72 182. 9 17 18 18 19 20 20 21 22 22 23 24 24 25 26 27 27 28 29 29 30 31 

73 185. 4 17 17 18 19 19 20 20 21 22 22 23 24 24 25 26 26 27 28 28 29 30 

74 188. 0 16 17 17 18 19 19 20 21 21 22 23 23 24 24 25 26 26 27 28 28 29 

75 190. 5 16 16 17 18 18 19 19 20 21 21 22 23 23 24 24 25 26 26 27 28 28 

76 193. 0 15 16 16 17 18 18 19 20 20 21 21 22 23 23 24 24 25 26 26 27 27 
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,Q�DGXOWV�ZLWK�DQ�LQLWLDO�%0,�RI����NJ�P��RU�JUHDWHU�RU����NJ�P��RU�JUHDWHU�ZKHQ�DFFRPSDQLHG�E\�ZHLJKW� 
UHODWHG�FR�PRUELGLWLHV�VXFK�DV�K\SHUWHQVLRQ��W\SH���GLDEHWHV�PHOOLWXV��RU�G\VOLSLGHPLD�SUHVFULEH�4V\PLD�DV� 
IROORZV�� 

x	 7DNH�4V\PLD�RQFH�GDLO\�LQ�WKH�PRUQLQJ�ZLWK�RU�ZLWKRXW�IRRG���$YRLG�GRVLQJ�ZLWK�4V\PLD�LQ�WKH�HYHQLQJ� 
GXH�WR�WKH�SRVVLELOLW\�RI�LQVRPQLD�� 

x	 6WDUW�WUHDWPHQW�ZLWK�4V\PLD������PJ����PJ��SKHQWHUPLQH������PJ�WRSLUDPDWH����PJ�H[WHQGHG�UHOHDVH�� 
GDLO\�IRU����GD\V��DIWHU����GD\V�LQFUHDVH�WR�WKH�UHFRPPHQGHG�GRVH�RI�4V\PLD�����PJ����PJ� 
�SKHQWHUPLQH�����PJ�WRSLUDPDWH����PJ�H[WHQGHG�UHOHDVH��RQFH�GDLO\���� 

x	 (YDOXDWH�ZHLJKW�ORVV�DIWHU����ZHHNV�RI�WUHDWPHQW�ZLWK�4V\PLD�����PJ����PJ�� 

,I�D�SDWLHQW�KDV�QRW�ORVW�DW�OHDVW����RI�EDVHOLQH�ERG\�ZHLJKW�RQ�4V\PLD�����PJ����PJ��GLVFRQWLQXH� 
4V\PLD�RU�HVFDODWH�WKH�GRVH��DV�LW�LV�XQOLNHO\�WKDW�WKH�SDWLHQW�ZLOO�DFKLHYH�DQG�VXVWDLQ�FOLQLFDOO\� 
PHDQLQJIXO�ZHLJKW�ORVV�DW�WKH�4V\PLD�����PJ����PJ�GRVH���� 

7R�HVFDODWH�WKH�GRVH���,QFUHDVH�WR�4V\PLD�������PJ����PJ��SKHQWHUPLQH�������PJ�WRSLUDPDWH����PJ� 
H[WHQGHG�UHOHDVH��GDLO\�IRU����GD\V��IROORZHG�E\�GRVLQJ�4V\PLD����PJ����PJ��SKHQWHUPLQH� 
���PJ�WRSLUDPDWH����PJ�H[WHQGHG�UHOHDVH��RQFH�GDLO\���� 

x	 (YDOXDWH�ZHLJKW�ORVV�IROORZLQJ�GRVH�HVFDODWLRQ�WR�4V\PLD����PJ����PJ�DIWHU�DQ�DGGLWLRQDO����ZHHNV�RI� 
WUHDWPHQW�� 

,I�D�SDWLHQW�KDV�QRW�ORVW�DW�OHDVW����RI�EDVHOLQH�ERG\�ZHLJKW�RQ�4V\PLD����PJ����PJ��GLVFRQWLQXH� 
4V\PLD�DV�GLUHFWHG��DV�LW�LV�XQOLNHO\�WKDW�WKH�SDWLHQW�ZLOO�DFKLHYH�DQG�VXVWDLQ�FOLQLFDOO\�PHDQLQJIXO� 
ZHLJKW�ORVV�ZLWK�FRQWLQXHG�WUHDWPHQW�� 

x	 4V\PLD������PJ����PJ�DQG�4V\PLD�������PJ����PJ�DUH�IRU�WLWUDWLRQ�SXUSRVHV�RQO\�� 

'LVFRQWLQXLQJ�4V\PLD�� 

x	 'LVFRQWLQXH�4V\PLD����PJ����PJ�JUDGXDOO\�E\�WDNLQJ�D�GRVH�HYHU\�RWKHU�GD\�IRU�DW�OHDVW���ZHHN�SULRU�WR� 
VWRSSLQJ�WUHDWPHQW�DOWRJHWKHU��GXH�WR�WKH�SRVVLELOLW\�RI�SUHFLSLWDWLQJ�D�VHL]XUH�[see Warnings and 
Precautions (5.12)].� 

2.2 Dosing in Patients with Renal Impairment 

,Q�SDWLHQWV�ZLWK�PRGHUDWH��FUHDWLQLQH�FOHDUDQFH�>&U&O@�JUHDWHU�WKDQ�RU�HTXDO�WR����DQG�OHVV�WKDQ����P/�PLQ��RU� 
VHYHUH��&U&O�OHVV�WKDQ����P/�PLQ��UHQDO�LPSDLUPHQW�GRVLQJ�VKRXOG�QRW�H[FHHG�4V\PLD�����PJ����PJ�RQFH� 
GDLO\���5HQDO�LPSDLUPHQW�LV�GHWHUPLQHG�E\�FDOFXODWLQJ�&U&O�XVLQJ�WKH�&RFNFURIW�*DXOW�HTXDWLRQ�ZLWK�DFWXDO�ERG\� 
ZHLJKW [see Warnings and Precautions (5.13) and Clinical Pharmacology (12.3)].� 

2.3 Dosing in Patients with Hepatic Impairment 

,Q�SDWLHQWV�ZLWK�PRGHUDWH�KHSDWLF�LPSDLUPHQW��&KLOG�3XJK�VFRUH���������GRVLQJ�VKRXOG�QRW�H[FHHG�4V\PLD� 
����PJ����PJ�RQFH�GDLO\�>VHH�Warnings and Precautions (5.14)�DQG�Clinical Pharmacology (12.3)@�� 

3 DOSAGE FORMS AND STRENGTHS 

4V\PLD�FDSVXOHV�DUH�IRUPXODWHG�LQ�WKH�IROORZLQJ�IRXU�VWUHQJWK�FRPELQDWLRQV��SKHQWHUPLQH�PJ�WRSLUDPDWH�PJ� 
H[WHQGHG�UHOHDVH��� 

x �����PJ����PJ�>3XUSOH�FDS�LPSULQWHG�ZLWK�9,986��3XUSOH�ERG\�LPSULQWHG�ZLWK��������@�
 
x ����PJ����PJ�>3XUSOH�FDS�LPSULQWHG�ZLWK�9,986��<HOORZ�ERG\�LPSULQWHG�ZLWK�������@�
 
x ������PJ����PJ�><HOORZ�FDS�LPSULQWHG�ZLWK�9,986��<HOORZ�ERG\�LPSULQWHG�ZLWK���������@�
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x ���PJ����PJ�><HOORZ�FDS�LPSULQWHG�ZLWK�9,986��:KLWH�ERG\�LPSULQWHG�ZLWK������@� 

4 CONTRAINDICATIONS 

4V\PLD�LV�FRQWUDLQGLFDWHG�LQ�WKH�IROORZLQJ�FRQGLWLRQV�� 

x 3UHJQDQF\�[see Warnings and Precautions (5.1) and Use in Specific Populations (8.1)]� 

x *ODXFRPD�[see Warnings and Precautions (5.4)]� 

x +\SHUWK\URLGLVP� 

x 'XULQJ�RU�ZLWKLQ����GD\V�IROORZLQJ�WKH�DGPLQLVWUDWLRQ�RI�PRQRDPLQH�R[LGDVH�LQKLELWRUV�[see Drug 
Interactions (7.1)]� 

x .QRZQ�K\SHUVHQVLWLYLW\�RU�LGLRV\QFUDV\�WR�WKH�V\PSDWKRPLPHWLF�DPLQHV�[see Adverse Reactions (6.2)].� 

5 WARNINGS AND PRECAUTIONS 

5.1 Fetal Toxicity 

4V\PLD�FDQ�FDXVH�IHWDO�KDUP���'DWD�IURP�SUHJQDQF\�UHJLVWULHV�DQG�HSLGHPLRORJ\�VWXGLHV�LQGLFDWH�WKDW�D�IHWXV� 
H[SRVHG�WR�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��LQ�WKH�ILUVW�WULPHVWHU�RI�SUHJQDQF\�KDV�DQ�LQFUHDVHG�ULVN�RI�RUDO� 
FOHIWV��FOHIW�OLS�ZLWK�RU�ZLWKRXW�FOHIW�SDODWH����,I�4V\PLD�LV�XVHG�GXULQJ�SUHJQDQF\�RU�LI D�SDWLHQW�EHFRPHV� 
SUHJQDQW�ZKLOH�WDNLQJ�4V\PLD��WUHDWPHQW�VKRXOG�EH�GLVFRQWLQXHG�LPPHGLDWHO\��DQG�WKH�SDWLHQW�VKRXOG�EH� 
DSSULVHG�RI�WKH�SRWHQWLDO�KD]DUG�WR�D�IHWXV���)HPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO�VKRXOG�KDYH�D�QHJDWLYH�SUHJQDQF\� 
WHVW�EHIRUH�VWDUWLQJ�4V\PLD�DQG�PRQWKO\�WKHUHDIWHU�GXULQJ�4V\PLD�WKHUDS\���)HPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO� 
VKRXOG�XVH�HIIHFWLYH�FRQWUDFHSWLRQ�GXULQJ�4V\PLD�WKHUDS\�[see Use in Specific Populations (8.1) and (8.6)]�� 

4V\PLD�5LVN�(YDOXDWLRQ�DQG�0LWLJDWLRQ�6WUDWHJ\��5(06�� 
%HFDXVH�RI�WKH�WHUDWRJHQLF�ULVN�DVVRFLDWHG�ZLWK�4V\PLD�WKHUDS\��4V\PLD�LV�DYDLODEOH�WKURXJK�D�OLPLWHG�SURJUDP� 
XQGHU�WKH�5(06���8QGHU�WKH�4V\PLD�5(06��RQO\�FHUWLILHG�SKDUPDFLHV�PD\�GLVWULEXWH�4V\PLD���)XUWKHU� 
LQIRUPDWLRQ��LV�DYDLODEOH�DW�ZZZ�4V\PLD5(06�FRP�RU�E\�WHOHSKRQH�DW����������������� 
� 
5.2 Increase in Heart Rate 

4V\PLD�FDQ�FDXVH�DQ�LQFUHDVH�LQ�UHVWLQJ�KHDUW�UDWH�� 

$�KLJKHU�SHUFHQWDJH�RI�4V\PLD�WUHDWHG�RYHUZHLJKW�DQG�REHVH�DGXOWV�H[SHULHQFHG�KHDUW�UDWH�LQFUHDVHV�IURP� 
EDVHOLQH�RI�PRUH�WKDQ������������DQG����EHDWV�SHU�PLQXWH��ESP��FRPSDUHG�WR�SODFHER�WUHDWHG�RYHUZHLJKW�DQG� 
REHVH�DGXOWV���7DEOH���SURYLGHV�WKH�QXPEHUV�DQG�SHUFHQWDJHV�RI�SDWLHQWV�ZLWK�HOHYDWLRQV�LQ�KHDUW�UDWH�LQ�FOLQLFDO� 
VWXGLHV�RI�XS�WR�RQH�\HDU���� 

Table 2. 	 Number and Percentage of Patients with an Increase in Heart Rate at a Single Time Point 
from Baseline 

� 

Placebo 
N=1561 
n (%) 

Qsymia 
3.75 mg/23 mg 

N=240 
n (%) 

Qsymia 
7.5 mg/46 mg 

N=498 
n (%)  

Qsymia 
15 mg/92 mg 

N=1580 
n (%) 

*UHDWHU�WKDQ���ESP� ������������ ����������� ����������� ������������ 
*UHDWHU�WKDQ����ESP� ����������� ����������� ����������� ����������� 
*UHDWHU�WKDQ����ESP� ����������� ���������� ����������� ����������� 
*UHDWHU�WKDQ����ESP� ����������� ���������� ���������� ����������� 

� 
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7KH�FOLQLFDO�VLJQLILFDQFH�RI�D�KHDUW�UDWH�HOHYDWLRQ�ZLWK�4V\PLD�WUHDWPHQW�LV�XQFOHDU��HVSHFLDOO\�IRU�SDWLHQWV�ZLWK� 
FDUGLDF�DQG�FHUHEURYDVFXODU�GLVHDVH��VXFK�DV�SDWLHQWV�ZLWK�D�KLVWRU\�RI�P\RFDUGLDO�LQIDUFWLRQ�RU�VWURNH�LQ�WKH� 
SUHYLRXV���PRQWKV��OLIH�WKUHDWHQLQJ�DUUK\WKPLDV��RU�FRQJHVWLYH�KHDUW�IDLOXUH���� 

5HJXODU�PHDVXUHPHQW�RI�UHVWLQJ�KHDUW�UDWH�LV�UHFRPPHQGHG�IRU�DOO�SDWLHQWV�WDNLQJ�4V\PLD��HVSHFLDOO\�SDWLHQWV� 
ZLWK�FDUGLDF�RU�FHUHEURYDVFXODU�GLVHDVH�RU�ZKHQ�LQLWLDWLQJ�RU�LQFUHDVLQJ�WKH�GRVH�RI�4V\PLD���4V\PLD�KDV�QRW� 
EHHQ�VWXGLHG�LQ�SDWLHQWV�ZLWK�UHFHQW�RU�XQVWDEOH�FDUGLDF�RU�FHUHEURYDVFXODU�GLVHDVH�DQG�WKHUHIRUH�XVH�LV�QRW� 
UHFRPPHQGHG�� 

3DWLHQWV�VKRXOG�LQIRUP�KHDOWKFDUH�SURYLGHUV�RI�SDOSLWDWLRQV�RU�IHHOLQJV�RI�D�UDFLQJ�KHDUWEHDW�ZKLOH�DW�UHVW�GXULQJ� 
4V\PLD�WUHDWPHQW���)RU�SDWLHQWV�ZKR�H[SHULHQFH�D�VXVWDLQHG�LQFUHDVH�LQ�UHVWLQJ�KHDUW�UDWH�ZKLOH�WDNLQJ�4V\PLD�� 
WKH�GRVH�VKRXOG�EH�UHGXFHG�RU�4V\PLD�GLVFRQWLQXHG��� 

5.3 Suicidal Behavior and Ideation 

$QWLHSLOHSWLF�GUXJV��$('V���LQFOXGLQJ�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��LQFUHDVH�WKH�ULVN�RI�VXLFLGDO� 
WKRXJKWV�RU�EHKDYLRU�LQ�SDWLHQWV�WDNLQJ�WKHVH�GUXJV�IRU�DQ\�LQGLFDWLRQ���3DWLHQWV�WUHDWHG�ZLWK�4V\PLD�VKRXOG�EH� 
PRQLWRUHG�IRU�WKH�HPHUJHQFH�RU�ZRUVHQLQJ�RI�GHSUHVVLRQ��VXLFLGDO�WKRXJKWV�RU�EHKDYLRU��DQG�RU�DQ\�XQXVXDO� 
FKDQJHV�LQ�PRRG�RU�EHKDYLRU��'LVFRQWLQXH�4V\PLD�LQ�SDWLHQWV�ZKR�H[SHULHQFH�VXLFLGDO�WKRXJKWV�RU�EHKDYLRUV��� 

$YRLG�4V\PLD�LQ�SDWLHQWV�ZLWK�D�KLVWRU\�RI�VXLFLGDO�DWWHPSWV�RU�DFWLYH�VXLFLGDO�LGHDWLRQ��� 

3RROHG�DQDO\VHV�RI�����SODFHER�FRQWUROOHG�FOLQLFDO�VWXGLHV��PRQRWKHUDS\�DQG�DGMXQFWLYH�WKHUDS\��PHGLDQ� 
WUHDWPHQW�GXUDWLRQ����ZHHNV��RI����GLIIHUHQW�$('V�DFURVV�VHYHUDO�LQGLFDWLRQV�VKRZHG�WKDW�SDWLHQWV�UDQGRPL]HG� 
WR�RQH�RI�WKH�$('V�KDG�DSSUR[LPDWHO\�WZLFH�WKH�ULVN��DGMXVWHG�5HODWLYH�5LVN����������&RQILGHQFH�,QWHUYDO�>&,@� 
����������RI�VXLFLGDO�WKLQNLQJ�RU�EHKDYLRU�FRPSDUHG�WR�SDWLHQWV�UDQGRPL]HG�WR�SODFHER���7KH�HVWLPDWHG�LQFLGHQFH� 
UDWH�RI�VXLFLGDO�EHKDYLRU�RU�LGHDWLRQ�DPRQJ��������$('�WUHDWHG�SDWLHQWV�ZDV��������FRPSDUHG�WR�������DPRQJ� 
�������SODFHER�WUHDWHG�SDWLHQWV��UHSUHVHQWLQJ�DQ�LQFUHDVH�RI�DSSUR[LPDWHO\�RQH�FDVH�RI�VXLFLGDO�WKLQNLQJ�RU� 
EHKDYLRU�IRU�HYHU\�����SDWLHQWV�WUHDWHG���7KHUH�ZHUH�IRXU�VXLFLGHV�LQ�$('�WUHDWHG�SDWLHQWV�LQ�WKH�WULDOV�DQG�QRQH� 
LQ�SODFHER�WUHDWHG�SDWLHQWV��EXW�WKH�QXPEHU�LV�WRR�VPDOO�WR�DOORZ�DQ\�FRQFOXVLRQ�DERXW�$('�HIIHFW�RQ�VXLFLGH�� 

7KH�LQFUHDVHG�ULVN�RI�VXLFLGDO�WKRXJKWV�RU�EHKDYLRU�ZLWK�$('V�ZDV�REVHUYHG�DV�HDUO\�DV���ZHHN�DIWHU�VWDUWLQJ� 
GUXJ�WUHDWPHQW�ZLWK�$('V�DQG�SHUVLVWHG�IRU�WKH�GXUDWLRQ�RI�WUHDWPHQW�DVVHVVHG���%HFDXVH�PRVW�WULDOV�LQFOXGHG�LQ� 
WKH�DQDO\VLV�GLG�QRW�H[WHQG�EH\RQG����ZHHNV��WKH�ULVN�RI�VXLFLGDO�WKRXJKWV�RU�EHKDYLRU�EH\RQG����ZHHNV�FRXOG� 
QRW�EH�DVVHVVHG�� 

7KH�ULVN�RI�VXLFLGDO�WKRXJKWV�RU�EHKDYLRU�ZDV�JHQHUDOO\�FRQVLVWHQW�DPRQJ�GUXJV�LQ�WKH�GDWD�DQDO\]HG���7KH� 
ILQGLQJ�RI�LQFUHDVHG�ULVN�ZLWK�$('V�RI�YDU\LQJ�PHFKDQLVPV�RI�DFWLRQ�DQG�DFURVV�D�UDQJH�RI�LQGLFDWLRQV�VXJJHVWV� 
WKDW�WKH�ULVN�DSSOLHV�WR�DOO�$('V�XVHG�IRU�DQ\�LQGLFDWLRQ���7KH�ULVN�GLG�QRW�YDU\�VXEVWDQWLDOO\�E\�DJH����WR� 
����\HDUV��LQ�WKH�FOLQLFDO�WULDOV�DQDO\]HG�� 

5.4 Acute Myopia and Secondary Angle Closure Glaucoma 

$�V\QGURPH�FRQVLVWLQJ�RI�DFXWH�P\RSLD�DVVRFLDWHG�ZLWK�VHFRQGDU\�DQJOH�FORVXUH�JODXFRPD�KDV�EHHQ�UHSRUWHG�LQ� 
SDWLHQWV�WUHDWHG�ZLWK�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD���6\PSWRPV�LQFOXGH�DFXWH�RQVHW�RI�GHFUHDVHG�YLVXDO� 
DFXLW\�DQG�RU�RFXODU�SDLQ���2SKWKDOPRORJLF�ILQGLQJV�FDQ�LQFOXGH�P\RSLD��DQWHULRU�FKDPEHU�VKDOORZLQJ��RFXODU� 
K\SHUHPLD��UHGQHVV���DQG�LQFUHDVHG�LQWUDRFXODU�SUHVVXUH���0\GULDVLV�PD\�RU�PD\�QRW�EH�SUHVHQW���7KLV�V\QGURPH� 
PD\�EH�DVVRFLDWHG�ZLWK�VXSUDFLOLDU\�HIIXVLRQ�UHVXOWLQJ�LQ�DQWHULRU�GLVSODFHPHQW�RI�WKH�OHQV�DQG�LULV��ZLWK� 
VHFRQGDU\�DQJOH�FORVXUH�JODXFRPD���6\PSWRPV�W\SLFDOO\�RFFXU�ZLWKLQ���PRQWK�RI�LQLWLDWLQJ�WUHDWPHQW�ZLWK� 
WRSLUDPDWH�EXW�PD\�RFFXU�DW�DQ\�WLPH�GXULQJ�WKHUDS\���7KH�SULPDU\�WUHDWPHQW�WR�UHYHUVH�V\PSWRPV�LV�LPPHGLDWH� 
GLVFRQWLQXDWLRQ�RI�4V\PLD���(OHYDWHG�LQWUDRFXODU�SUHVVXUH�RI�DQ\�HWLRORJ\��LI�OHIW�XQWUHDWHG��FDQ�OHDG�WR�VHULRXV� 
DGYHUVH�HYHQWV�LQFOXGLQJ�SHUPDQHQW�ORVV�RI�YLVLRQ�� 
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5.5 Mood and Sleep Disorders 

4V\PLD�FDQ�FDXVH�PRRG�GLVRUGHUV��LQFOXGLQJ�GHSUHVVLRQ��DQG�DQ[LHW\��DV�ZHOO�DV�LQVRPQLD���3DWLHQWV�ZLWK�D� 
KLVWRU\�RI�GHSUHVVLRQ�PD\�EH�DW�LQFUHDVHG�ULVN�RI�UHFXUUHQW�GHSUHVVLRQ�RU�RWKHU�PRRG�GLVRUGHUV�ZKLOH�WDNLQJ� 
4V\PLD���7KH�PDMRULW\�RI�WKHVH�PRRG�DQG�VOHHS�GLVRUGHUV�UHVROYHG�VSRQWDQHRXVO\��RU�UHVROYHG�XSRQ� 
GLVFRQWLQXDWLRQ�RI�GRVLQJ�[see Adverse Reactions (6.1)].� 

)RU�FOLQLFDOO\�VLJQLILFDQW�RU�SHUVLVWHQW�V\PSWRPV�FRQVLGHU�GRVH�UHGXFWLRQ�RU�ZLWKGUDZDO�RI�4V\PLD��,I�SDWLHQWV� 
KDYH�V\PSWRPV�RI�VXLFLGDO�LGHDWLRQ�RU�EHKDYLRU��GLVFRQWLQXH�4V\PLD�� 

5.6 Cognitive Impairment 

4V\PLD�FDQ�FDXVH�FRJQLWLYH�G\VIXQFWLRQ��H�J���LPSDLUPHQW�RI�FRQFHQWUDWLRQ�DWWHQWLRQ��GLIILFXOW\�ZLWK�PHPRU\�� 
DQG�VSHHFK�RU�ODQJXDJH�SUREOHPV��SDUWLFXODUO\�ZRUG�ILQGLQJ�GLIILFXOWLHV����5DSLG�WLWUDWLRQ�RU�KLJK�LQLWLDO�GRVHV� 
RI�4V\PLD�PD\�EH�DVVRFLDWHG�ZLWK�KLJKHU�UDWHV�RI�FRJQLWLYH�HYHQWV�VXFK�DV�DWWHQWLRQ��PHPRU\��DQG� 
ODQJXDJH�ZRUG�ILQGLQJ�GLIILFXOWLHV�[see Adverse Reactions (6.1)]�� 

6LQFH�4V\PLD�KDV�WKH�SRWHQWLDO�WR�LPSDLU�FRJQLWLYH�IXQFWLRQ��SDWLHQWV�VKRXOG�EH�FDXWLRQHG�DERXW�RSHUDWLQJ� 
KD]DUGRXV�PDFKLQHU\��LQFOXGLQJ�DXWRPRELOHV��XQWLO�WKH\�DUH�UHDVRQDEO\�FHUWDLQ�4V\PLD�WKHUDS\�GRHV�QRW�DIIHFW� 
WKHP�DGYHUVHO\��,I�FRJQLWLYH�G\VIXQFWLRQ�SHUVLVWV�FRQVLGHU�GRVH�UHGXFWLRQ�RU�ZLWKGUDZDO�RI�4V\PLD�IRU� 
V\PSWRPV�WKDW�DUH�PRGHUDWH�WR�VHYHUH��ERWKHUVRPH��RU�WKRVH�ZKLFK�IDLO�WR�UHVROYH�ZLWK�GRVH�UHGXFWLRQ�� 

5.7 Metabolic Acidosis 

+\SHUFKORUHPLF��QRQ�DQLRQ�JDS��PHWDEROLF�DFLGRVLV��GHFUHDVHG�VHUXP�ELFDUERQDWH�EHORZ�WKH�QRUPDO�UHIHUHQFH� 
UDQJH�LQ�WKH�DEVHQFH�RI�FKURQLF�UHVSLUDWRU\�DONDORVLV��KDV�EHHQ�UHSRUWHG�LQ�SDWLHQWV�WUHDWHG�ZLWK�4V\PLD�[see 
Adverse Reactions (6.1)]. 

&RQGLWLRQV�RU�WKHUDSLHV�WKDW�SUHGLVSRVH�WR�DFLGRVLV��L�H���UHQDO�GLVHDVH��VHYHUH�UHVSLUDWRU\�GLVRUGHUV��VWDWXV� 
HSLOHSWLFXV��GLDUUKHD��VXUJHU\�RU�NHWRJHQLF�GLHW��PD\�EH�DGGLWLYH�WR�WKH�ELFDUERQDWH�ORZHULQJ�HIIHFWV�RI� 
WRSLUDPDWH���&RQFRPLWDQW�XVH�RI�4V\PLD�DQG�D�FDUERQLF�DQK\GUDVH�LQKLELWRU��H�J���]RQLVDPLGH��DFHWD]RODPLGH��RU� 
GLFKORUSKHQDPLGH��PD\�LQFUHDVH�WKH�VHYHULW\�RI�PHWDEROLF�DFLGRVLV�DQG�PD\�DOVR�LQFUHDVH�WKH�ULVN�RI�NLGQH\� 
VWRQH�IRUPDWLRQ���7KHUHIRUH��LI�4V\PLD�LV�JLYHQ�FRQFRPLWDQWO\�ZLWK�DQRWKHU�FDUERQLF�DQK\GUDVH�LQKLELWRU�WR�D� 
SDWLHQW�ZLWK�D�SUHGLVSRVLQJ�FRQGLWLRQ�IRU�PHWDEROLF�DFLGRVLV�WKH�SDWLHQW�VKRXOG�EH�PRQLWRUHG�IRU�WKH�DSSHDUDQFH� 
RU�ZRUVHQLQJ�RI�PHWDEROLF�DFLGRVLV�� 

6RPH�PDQLIHVWDWLRQV�RI�DFXWH�RU�FKURQLF�PHWDEROLF�DFLGRVLV�PD\�LQFOXGH�K\SHUYHQWLODWLRQ��QRQVSHFLILF� 
V\PSWRPV�VXFK�DV�IDWLJXH�DQG�DQRUH[LD��RU�PRUH�VHYHUH�VHTXHODH�LQFOXGLQJ�FDUGLDF�DUUK\WKPLDV�RU�VWXSRU��� 
&KURQLF��XQWUHDWHG�PHWDEROLF�DFLGRVLV�PD\�LQFUHDVH�WKH�ULVN�IRU�QHSKUROLWKLDVLV�RU�QHSKURFDOFLQRVLV��DQG�PD\� 
DOVR�UHVXOW�LQ�RVWHRPDODFLD��UHIHUUHG�WR�DV�ULFNHWV�LQ�SHGLDWULF�SDWLHQWV��DQG�RU�RVWHRSRURVLV�ZLWK�DQ�LQFUHDVHG�ULVN� 
IRU�IUDFWXUHV���7KH�HIIHFW�RI�4V\PLD�RQ�JURZWK�DQG�ERQH�UHODWHG�VHTXHODH�KDV�QRW�EHHQ�V\VWHPDWLFDOO\� 
LQYHVWLJDWHG�LQ�ORQJ�WHUP��SODFHER�FRQWUROOHG�WULDOV�� 

0HDVXUHPHQW�RI�HOHFWURO\WHV�LQFOXGLQJ�VHUXP�ELFDUERQDWH�SULRU�WR�VWDUWLQJ�4V\PLD�DQG�GXULQJ�4V\PLD�WUHDWPHQW� 
LV�UHFRPPHQGHG���,Q�4V\PLD�FOLQLFDO�WULDOV��WKH�SHDN�UHGXFWLRQ�LQ�VHUXP�ELFDUERQDWH�RFFXUUHG�E\�ZHHN����DQG�LQ� 
PRVW�VXEMHFWV�WKHUH�ZDV�D�FRUUHFWLRQ�RI�ELFDUERQDWH�E\�ZHHN�����ZLWKRXW�DQ\�FKDQJH�WR�VWXG\�GUXJ���+RZHYHU��LI� 
SHUVLVWHQW�PHWDEROLF�DFLGRVLV�GHYHORSV�ZKLOH�WDNLQJ�4V\PLD��UHGXFH�WKH�GRVH�RU�GLVFRQWLQXH�4V\PLD�� 

5.8 Elevation in Creatinine 

4V\PLD�FDQ�FDXVH�DQ�LQFUHDVH�LQ�VHUXP�FUHDWLQLQH�WKDW�UHIOHFWV�D�GHFUHDVH�LQ�UHQDO�IXQFWLRQ��JORPHUXODU�ILOWUDWLRQ� 
UDWH����,Q�SKDVH���WULDOV��SHDN�LQFUHDVHV�LQ�VHUXP�FUHDWLQLQH�ZHUH�REVHUYHG�DIWHU���WR���ZHHNV�RI�WUHDWPHQW���2Q� 
DYHUDJH��VHUXP�FUHDWLQLQH�JUDGXDOO\�GHFOLQHG�EXW�UHPDLQHG�HOHYDWHG�RYHU�EDVHOLQH�FUHDWLQLQH�YDOXHV���7KH� 
FKDQJHV�LQ�VHUXP�FUHDWLQLQH��DQG�PHDVXUHG�*)5��ZLWK�VKRUW�WHUP�4V\PLD�WUHDWPHQW�DSSHDU�UHYHUVLEOH�ZLWK� 
WUHDWPHQW�GLVFRQWLQXDWLRQ��EXW�WKH�HIIHFW�RI�FKURQLF�WUHDWPHQW�RQ�UHQDO�IXQFWLRQ�LV�QRW�NQRZQ��7KHUHIRUH�� 
PHDVXUHPHQW�RI� 
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VHUXP�FUHDWLQLQH�SULRU�WR�VWDUWLQJ�4V\PLD�DQG�GXULQJ�4V\PLD�WUHDWPHQW�LV�UHFRPPHQGHG���,I�SHUVLVWHQW� 
HOHYDWLRQV�LQ�FUHDWLQLQH�RFFXU�ZKLOH�WDNLQJ�4V\PLD��UHGXFH�WKH�GRVH�RU�GLVFRQWLQXH�4V\PLD�[see Adverse 
Reactions (6.1), 3KDUPDFRG\QDPLFV�������]. 

5.9 Potential Risk of Hypoglycemia in Patients with Type 2 Diabetes Mellitus on Anti-Diabetic 
Therapy 

:HLJKW�ORVV�PD\�LQFUHDVH�WKH�ULVN�RI�K\SRJO\FHPLD�LQ�SDWLHQWV�ZLWK�W\SH���GLDEHWHV�PHOOLWXV�WUHDWHG�ZLWK�LQVXOLQ� 
DQG�RU�LQVXOLQ�VHFUHWDJRJXHV��H�J���VXOIRQ\OXUHDV����4V\PLD�KDV�QRW�EHHQ�VWXGLHG�LQ�FRPELQDWLRQ�ZLWK�LQVXOLQ��� 
0HDVXUHPHQW�RI�EORRG�JOXFRVH�OHYHOV�SULRU�WR�VWDUWLQJ�4V\PLD�DQG�GXULQJ�4V\PLD�WUHDWPHQW�LV�UHFRPPHQGHG�LQ� 
SDWLHQWV�ZLWK�W\SH���GLDEHWHV���'HFUHDVHV�LQ�PHGLFDWLRQ�GRVHV�IRU�DQWLGLDEHWLF�PHGLFDWLRQV�ZKLFK�DUH�QRQ� 
JOXFRVH�GHSHQGHQW�VKRXOG�EH�FRQVLGHUHG�WR�PLWLJDWH�WKH�ULVN�RI�K\SRJO\FHPLD���,I�D�SDWLHQW�GHYHORSV� 
K\SRJO\FHPLD�DIWHU�VWDUWLQJ�4V\PLD��DSSURSULDWH�FKDQJHV�VKRXOG�EH�PDGH�WR�WKH�DQWLGLDEHWLF�GUXJ�UHJLPHQ�� 

5.10 Potential Risk of Hypotension in Patients Treated with Antihypertensive Medications 

,Q�K\SHUWHQVLYH�SDWLHQWV�EHLQJ�WUHDWHG�ZLWK�DQWLK\SHUWHQVLYH�PHGLFDWLRQV��ZHLJKW�ORVV�PD\�LQFUHDVH�WKH�ULVN�RI� 
K\SRWHQVLRQ��DQG�DVVRFLDWHG�V\PSWRPV�LQFOXGLQJ�GL]]LQHVV��OLJKWKHDGHGQHVV��DQG�V\QFRSH��0HDVXUHPHQW�RI� 
EORRG�SUHVVXUH�SULRU�WR�VWDUWLQJ�4V\PLD�DQG�GXULQJ�4V\PLD�WUHDWPHQW�LV�UHFRPPHQGHG�LQ�SDWLHQWV�EHLQJ�WUHDWHG� 
IRU�K\SHUWHQVLRQ��,I�D�SDWLHQW�GHYHORSV�V\PSWRPV�DVVRFLDWHG�ZLWK�ORZ�EORRG�SUHVVXUH�DIWHU�VWDUWLQJ�4V\PLD�� 
DSSURSULDWH�FKDQJHV�VKRXOG�EH�PDGH�WR�WKH�DQWLK\SHUWHQVLYH�GUXJ�UHJLPHQ�� 

5.11 CNS Depression with Concomitant CNS Depressants Including Alcohol 

7KH�FRQFRPLWDQW�XVH�RI�DOFRKRO�RU�FHQWUDO�QHUYRXV�V\VWHP��&16��GHSUHVVDQW�GUXJV��H�J���EDUELWXUDWHV�� 
EHQ]RGLD]HSLQHV��DQG�VOHHS�PHGLFDWLRQV��ZLWK�SKHQWHUPLQH�RU�WRSLUDPDWH�PD\�SRWHQWLDWH�&16�GHSUHVVLRQ�RU� 
RWKHU�FHQWUDOO\�PHGLDWHG�HIIHFWV�RI�WKHVH�DJHQWV��VXFK�DV�GL]]LQHVV��FRJQLWLYH�DGYHUVH�UHDFWLRQV��GURZVLQHVV�� 
OLJKW�KHDGHGQHVV��LPSDLUHG�FRRUGLQDWLRQ�DQG�VRPQROHQFH���7KHUHIRUH��DYRLG�FRQFRPLWDQW�XVH�RI�DOFRKRO�ZLWK� 
4V\PLD�� 

5.12 Potential Seizures with Abrupt Withdrawal of Qsymia 

$EUXSW�ZLWKGUDZDO�RI�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��KDV�EHHQ�DVVRFLDWHG�ZLWK�VHL]XUHV�LQ�LQGLYLGXDOV� 
ZLWKRXW�D�KLVWRU\�RI�VHL]XUHV�RU�HSLOHSV\���,Q�VLWXDWLRQV�ZKHUH�LPPHGLDWH�WHUPLQDWLRQ�RI�4V\PLD�LV�PHGLFDOO\� 
UHTXLUHG��DSSURSULDWH�PRQLWRULQJ�LV�UHFRPPHQGHG�� 3DWLHQWV�GLVFRQWLQXLQJ�4V\PLD����PJ����PJ�VKRXOG�EH� 
JUDGXDOO\�WDSHUHG�DV�UHFRPPHQGHG�WR�UHGXFH�WKH�SRVVLELOLW\�RI�SUHFLSLWDWLQJ�D�VHL]XUH [see Dosage and 
Administration (2.1)]�� 

5.13 Patients with Renal Impairment 

3KHQWHUPLQH�DQG�WRSLUDPDWH��WKH�FRPSRQHQWV�RI�4V\PLD��DUH�FOHDUHG�E\�UHQDO�H[FUHWLRQ���7KHUHIRUH��H[SRVXUH�WR� 
SKHQWHUPLQH�DQG�WRSLUDPDWH�LV�KLJKHU�LQ�SDWLHQWV�ZLWK�PRGHUDWH��FUHDWLQLQH�FOHDUDQFH�>&U&O@�JUHDWHU�WKDQ�RU� 
HTXDO�WR����DQG�OHVV�WKDQ����P/�PLQ��RU�VHYHUH��&U&O�OHVV�WKDQ����P/�PLQ��UHQDO�LPSDLUPHQW���$GMXVW�GRVH�RI� 
4V\PLD�IRU�ERWK�SDWLHQW�SRSXODWLRQV�� 

4V\PLD�KDV�QRW�EHHQ�VWXGLHG�LQ�SDWLHQWV�ZLWK�HQG�VWDJH�UHQDO�GLVHDVH�RQ�GLDO\VLV���$YRLG�XVH�RI�4V\PLD�LQ�WKLV� 
SDWLHQW�SRSXODWLRQ�[see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)]�� 

5.14 Patients with Hepatic Impairment 

,Q�SDWLHQWV�ZLWK�PLOG��&KLOG�3XJK�VFRUH��������RU�PRGHUDWH��&KLOG�3XJK�VFRUH��������KHSDWLF�LPSDLUPHQW�� 
H[SRVXUH�WR�SKHQWHUPLQH�ZDV�KLJKHU�FRPSDUHG�WR�KHDOWK\�YROXQWHHUV���$GMXVW�GRVH�RI�4V\PLD�IRU�SDWLHQWV�ZLWK� 
PRGHUDWH�KHSDWLF�LPSDLUPHQW��� 
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4V\PLD�KDV�QRW�EHHQ�VWXGLHG�LQ�SDWLHQWV�ZLWK�VHYHUH�KHSDWLF�LPSDLUPHQW��&KLOG�3XJK�VFRUH������������$YRLG�XVH� 
RI�4V\PLD�LQ�WKLV�SDWLHQW�SRSXODWLRQ�[see Dosage and Administration (2.3), and Clinical Pharmacology (12.3)]. 

5.15 Kidney Stones 

8VH�RI�4V\PLD�KDV�EHHQ�DVVRFLDWHG�ZLWK�NLGQH\�VWRQH�IRUPDWLRQ���7RSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��LQKLELWV� 
FDUERQLF�DQK\GUDVH�DFWLYLW\�DQG�SURPRWHV�NLGQH\�VWRQH�IRUPDWLRQ�E\�UHGXFLQJ�XULQDU\�FLWUDWH�H[FUHWLRQ�DQG� 
LQFUHDVLQJ�XULQH�S+�� 

$YRLG�WKH�XVH�RI�4V\PLD�ZLWK�RWKHU�GUXJV�WKDW�LQKLELW�FDUERQLF�DQK\GUDVH��H�J���]RQLVDPLGH��DFHWD]RODPLGH��RU� 
PHWKD]RODPLGH���� 

8VH�RI�WRSLUDPDWH�E\�SDWLHQWV�RQ�D�NHWRJHQLF�GLHW�PD\�DOVR�UHVXOW�LQ�D�SK\VLRORJLFDO�HQYLURQPHQW�WKDW�LQFUHDVHV� 
WKH�OLNHOLKRRG�RI�NLGQH\�VWRQH�IRUPDWLRQ�� 

,QFUHDVH�IOXLG�LQWDNH�WR�LQFUHDVH�XULQDU\�RXWSXW�ZKLFK�FDQ�GHFUHDVH�WKH�FRQFHQWUDWLRQ�RI�VXEVWDQFHV�LQYROYHG�LQ� 
NLGQH\�VWRQH�IRUPDWLRQ�[see Adverse Reactions (6.1)]. 

5.16 Oligohidrosis and Hyperthermia 

2OLJRKLGURVLV��GHFUHDVHG�VZHDWLQJ���LQIUHTXHQWO\�UHVXOWLQJ�LQ�KRVSLWDOL]DWLRQ��KDV�EHHQ�UHSRUWHG�LQ�DVVRFLDWLRQ� � 
ZLWK�WKH�XVH�RI�WRSLUDPDWH��D�FRPSRQHQW RI�4V\PLD���'HFUHDVHG�VZHDWLQJ�DQG�DQ�HOHYDWLRQ�LQ�ERG\�WHPSHUDWXUH� 
DERYH�QRUPDO�FKDUDFWHUL]HG�WKHVH�FDVHV���6RPH�RI�WKH�FDVHV�KDYH�EHHQ�UHSRUWHG�ZLWK�WRSLUDPDWH�DIWHU�H[SRVXUH� 
WR�HOHYDWHG�HQYLURQPHQWDO�WHPSHUDWXUHV���� 

3DWLHQWV�WUHDWHG�ZLWK�4V\PLD�VKRXOG�EH�DGYLVHG�WR�PRQLWRU�IRU�GHFUHDVHG�VZHDWLQJ�DQG�LQFUHDVHG�ERG\� 
WHPSHUDWXUH�GXULQJ�SK\VLFDO�DFWLYLW\��HVSHFLDOO\�LQ�KRW�ZHDWKHU���&DXWLRQ�VKRXOG�EH�XVHG�ZKHQ�4V\PLD�LV� 
SUHVFULEHG�ZLWK�RWKHU�GUXJV�WKDW�SUHGLVSRVH�SDWLHQWV�WR�KHDW�UHODWHG�GLVRUGHUV��WKHVH�GUXJV�LQFOXGH��EXW�DUH�QRW� 
OLPLWHG�WR��RWKHU�FDUERQLF�DQK\GUDVH�LQKLELWRUV�DQG�GUXJV�ZLWK�DQWLFKROLQHUJLF�DFWLYLW\�� 

5.17 Hypokalemia 

4V\PLD�FDQ�LQFUHDVH�WKH�ULVN�RI�K\SRNDOHPLD�WKURXJK�LWV�LQKLELWLRQ�RI�FDUERQLF�DQK\GUDVH�DFWLYLW\���,Q�DGGLWLRQ�� 
ZKHQ�4V\PLD�LV�XVHG�LQ�FRQMXQFWLRQ�ZLWK�QRQ�SRWDVVLXP�VSDULQJ�GLXUHWLFV�VXFK�DV�IXURVHPLGH��ORRS�GLXUHWLF��RU� 
K\GURFKORURWKLD]LGH��WKLD]LGH�OLNH�GLXUHWLF��WKLV�PD\�IXUWKHU�SRWHQWLDWH�SRWDVVLXP�ZDVWLQJ���:KHQ�SUHVFULELQJ� 
4V\PLD��SDWLHQWV�VKRXOG�EH�PRQLWRUHG�IRU�K\SRNDOHPLD�[see Adverse Reactions (6.1) and Clinical 
Pharmacology (12.3)]�� 

5.18 Monitoring: Laboratory Tests 

4V\PLD�ZDV�DVVRFLDWHG�ZLWK�FKDQJHV�LQ�VHYHUDO�FOLQLFDO�ODERUDWRU\�DQDO\WHV�LQ�UDQGRPL]HG��GRXEOH�EOLQG�� 
SODFHER�FRQWUROOHG�VWXGLHV�� 

2EWDLQ�D�EORRG�FKHPLVWU\�SURILOH�WKDW�LQFOXGHV�ELFDUERQDWH��FUHDWLQLQH��SRWDVVLXP��DQG�JOXFRVH�DW�EDVHOLQH�DQG� 
SHULRGLFDOO\�GXULQJ�WUHDWPHQW�>Vee Warnings and Precautions (5.7), (5.8), (5.9), and (5.17)].� 
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6 ADVERSE REACTIONS 

7KH�IROORZLQJ�LPSRUWDQW�DGYHUVH�UHDFWLRQV�DUH�GHVFULEHG�EHORZ�DQG�HOVHZKHUH�LQ�WKH�ODEHOLQJ��
 

x )HWDO�7R[LFLW\��[see Warnings and Precautions (5.1) and Use in Specific Populations (8.1), (8.6)] 
x (OHYDWLRQ�LQ�+HDUW�5DWH�>see Warnings and Precautions (5.2)@� 
x 6XLFLGDO�%HKDYLRU�DQG�,GHDWLRQ�[see Warnings and Precautions (5.3)] 
x $FXWH�$QJOH�&ORVXUH�*ODXFRPD�[see Warnings and Precautions (5.4)]� 
x 0RRG�DQG�6OHHS�'LVRUGHUV�[see Warnings and Precautions (5.5)] 
x &RJQLWLYH�,PSDLUPHQW�[see Warnings and Precautions (5.6)]� 
x 0HWDEROLF�$FLGRVLV�[see Warnings and Precautions (5.7)]� 

6.1 Clinical Trials Experience 

%HFDXVH�FOLQLFDO�WULDOV�DUH�FRQGXFWHG�XQGHU�ZLGHO\�YDU\LQJ�FRQGLWLRQV��DGYHUVH�UHDFWLRQ�UDWHV�REVHUYHG�LQ�WKH� 
FOLQLFDO�WULDOV�RI�D�GUXJ�FDQQRW�EH�GLUHFWO\�FRPSDUHG�WR�UDWHV�LQ�WKH�FOLQLFDO�VWXGLHV�RI�DQRWKHU�GUXJ�DQG�PD\�QRW� 
UHIOHFW�WKH�UDWHV�REVHUYHG�LQ�SUDFWLFH�� 

7KH�GDWD�GHVFULEHG�KHUHLQ�UHIOHFWV�H[SRVXUH�WR�4V\PLD�LQ�WZR����\HDU��UDQGRPL]HG��GRXEOH�EOLQG��SODFHER� 
FRQWUROOHG��PXOWLFHQWHU�FOLQLFDO�WULDOV��DQG�WZR�3KDVH���VXSSRUWLYH�WULDOV�LQ������DGXOW�SDWLHQWV������>�����@� 
SDWLHQWV�ZLWK�K\SHUWHQVLRQ������>�����@�SDWLHQWV�ZLWK�W\SH���GLDEHWHV������>�����@�SDWLHQWV�ZLWK�%0,�JUHDWHU� 
WKDQ����NJ�P���H[SRVHG�IRU�D�PHDQ�GXUDWLRQ�RI�����GD\V�� 

&RPPRQ�$GYHUVH�5HDFWLRQV��$GYHUVH�UHDFWLRQV�RFFXUULQJ�DW�D�UDWH�RI�JUHDWHU�WKDQ�RU�HTXDO�WR����DQG�DW�D�UDWH�DW� 
OHDVW�����WLPHV�SODFHER�LQFOXGH�SDUDHVWKHVLD��GL]]LQHVV��G\VJHXVLD��LQVRPQLD��FRQVWLSDWLRQ��DQG�GU\�PRXWK��� 

$GYHUVH�UHDFWLRQV�UHSRUWHG�LQ�JUHDWHU�WKDQ�RU�HTXDO�WR����RI�4V\PLD�WUHDWHG�SDWLHQWV�DQG�PRUH�IUHTXHQWO\�WKDQ� 
LQ�WKH�SODFHER�JURXS�DUH�VKRZQ�LQ�7DEOH���� 
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Table 3. Adverse Reactions Reported in Greater Than or Equal to 2% of Patients and More 
Frequently than Placebo during 1 Year of Treatment – Overall Study Population 

System Organ Class 
3UHIHUUHG�7HUP 

Placebo 
(N = 1561) 

% 

Qsymia 
3.75 mg/23 mg 

(N = 240) 
% 

Qsymia 
7.5 mg/46 mg 

(N = 498) 
% 

Qsymia 
15 mg/92 mg 
(N = 1580) 

% 
Nervous System Disorders � � � � 
� 3DUDHVWKHVLD� ���� ���� ����� ����� 
� +HDGDFKH� ���� ����� ���� ����� 
� 'L]]LQHVV� ���� ���� ���� ���� 
� '\VJHXVLD� ���� ���� ���� ���� 
� +\SRHVWKHVLD� ���� ���� ���� ���� 
� 'LVWXUEDQFH�LQ�$WWHQWLRQ� ���� ���� ���� ���� 
Psychiatric Disorders � � � � 
� ,QVRPQLD� ���� ���� ���� ���� 
� 'HSUHVVLRQ� ���� ���� ���� ���� 
� $Q[LHW\� ���� ���� ���� ���� 
Gastrointestinal Disorders � � � � 
� &RQVWLSDWLRQ� ���� ���� ����� ����� 
� 'U\�0RXWK� ���� ���� ����� ����� 
� 1DXVHD� ���� ���� ���� ���� 
� 'LDUUKHD� ���� ���� ���� ���� 
� '\VSHSVLD� ���� ���� ���� ���� 
� *DVWURHVRSKDJHDO�5HIOX[�'LVHDVH� ���� ���� ���� ���� 
� 3DUDHVWKHVLD�2UDO� ���� ���� ���� ���� 
General Disorders and Administration 
Site Conditions 

� � � � 

� )DWLJXH� ���� ���� ���� ���� 
� ,UULWDELOLW\� ���� ���� ���� ���� 
� 7KLUVW� ���� ���� ���� ���� 
� &KHVW�'LVFRPIRUW� ���� ���� ���� ���� 
Eye Disorders � � � � 
� 9LVLRQ�%OXUUHG� ���� ���� ���� ���� 
� (\H�3DLQ� ���� ���� ���� ���� 
� 'U\�(\H� ���� ���� ���� ���� 
Cardiac Disorders � � � � 
� 3DOSLWDWLRQV� ���� ���� ���� ���� 
Skin and Subcutaneous Tissue 
Disorders 

� � � � 

� 5DVK� ���� ���� ���� ���� 
� $ORSHFLD� ���� ���� ���� ���� 
Metabolism and Nutrition Disorders � � � � 
� +\SRNDOHPLD� ���� ���� ���� ���� 
� 'HFUHDVHG�$SSHWLWH� ���� ���� ���� ���� 
Reproductive System and Breast 
Disorders 

� � � � 

� '\VPHQRUUKHD� ���� ���� ���� ���� 
Infections and Infestations � � � � 
� 8SSHU�5HVSLUDWRU\�7UDFW�,QIHFWLRQ� ����� ����� ����� ����� 
� 1DVRSKDU\QJLWLV� ���� ����� ����� ���� 
� 6LQXVLWLV� ���� ���� ���� ���� 
� %URQFKLWLV� ���� ���� ���� ���� 
� ,QIOXHQ]D� ���� ���� ���� ���� 
� 8ULQDU\�7UDFW�,QIHFWLRQ� ���� ���� ���� ���� 
� *DVWURHQWHULWLV� ���� ���� ���� ���� 
Musculoskeletal and Connective Tissue 

Disorders 
� � � � 

� %DFN�3DLQ� ���� ���� ���� ���� 
� 3DLQ�LQ�([WUHPLW\� ���� ���� ���� ���� 
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� 0XVFOH�6SDVPV� ���� ���� ���� ���� 
� 0XVFXORVNHOHWDO�3DLQ� ���� ���� ���� ���� 
� 1HFN�3DLQ� ���� ���� ���� ���� 
Respiratory, Thoracic, and Mediastinal 

Disorders 
� � � � 

� &RXJK� ���� ���� ���� ���� 
� 6LQXV�&RQJHVWLRQ� ���� ���� ���� ���� 
� 3KDU\QJRODU\QJHDO�3DLQ� ���� ���� ���� ���� 
� 1DVDO�&RQJHVWLRQ� ���� ���� ���� ���� 
Injury, Poisoning, and Procedural 

Complications 
� � � � 

� 3URFHGXUDO�3DLQ� ���� ���� ���� ���� 
� 

3DUDHVWKHVLD�'\VJHXVLD� 

5HSRUWV�RI�SDUDHVWKHVLD��FKDUDFWHUL]HG�DV�WLQJOLQJ�LQ�KDQGV��IHHW��RU�IDFH��RFFXUUHG�LQ��������������DQG�������RI� 
SDWLHQWV�WUHDWHG�ZLWK�4V\PLD������PJ����PJ������PJ����PJ��DQG����PJ����PJ��UHVSHFWLYHO\��FRPSDUHG�WR������ 
RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER���'\VJHXVLD�ZDV�FKDUDFWHUL]HG�DV�D�PHWDOOLF�WDVWH��DQG�RFFXUUHG�LQ������������� 
DQG������RI�SDWLHQWV�WUHDWHG�ZLWK�4V\PLD������PJ����PJ������PJ����PJ��DQG����PJ����PJ��UHVSHFWLYHO\�� 
FRPSDUHG�WR������RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER���7KH�PDMRULW\�RI�WKHVH�HYHQWV�ILUVW�RFFXUUHG�ZLWKLQ�WKH�LQLWLDO� 
���ZHHNV�RI�GUXJ�WKHUDS\��KRZHYHU��LQ�VRPH�SDWLHQWV��HYHQWV�ZHUH�UHSRUWHG�ODWHU�LQ�WKH�FRXUVH�RI�WUHDWPHQW��� 
2QO\�4V\PLD�WUHDWHG�SDWLHQWV�GLVFRQWLQXHG�WUHDWPHQW�GXH�WR�WKHVH�HYHQWV�����IRU�SDUDHVWKHVLD�DQG������IRU� 
G\VJHXVLD���� 

0RRG�DQG�6OHHS�'LVRUGHUV� 

7KH�SURSRUWLRQ�RI�SDWLHQWV�LQ���\HDU�FRQWUROOHG�WULDOV�RI�4V\PLD�UHSRUWLQJ�RQH�RU�PRUH�DGYHUVH�UHDFWLRQV�UHODWHG� 
WR�PRRG�DQG�VOHHS�GLVRUGHUV�ZDV���������������DQG�������ZLWK�4V\PLD������PJ����PJ������PJ����PJ��DQG� 
���PJ����PJ��UHVSHFWLYHO\��FRPSDUHG�WR�������ZLWK�SODFHER���7KHVH�HYHQWV�ZHUH�IXUWKHU�FDWHJRUL]HG�LQWR�VOHHS� 
GLVRUGHUV��DQ[LHW\��DQG�GHSUHVVLRQ���5HSRUWV�RI�VOHHS�GLVRUGHUV�ZHUH�W\SLFDOO\�FKDUDFWHUL]HG�DV�LQVRPQLD��DQG� 
RFFXUUHG�LQ�������������DQG�������RI�SDWLHQWV�WUHDWHG�ZLWK�4V\PLD������PJ����PJ������PJ����PJ��DQG� 
���PJ����PJ��UHVSHFWLYHO\��FRPSDUHG�WR������RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER���5HSRUWV�RI�DQ[LHW\�RFFXUUHG�LQ� 
������������DQG������RI�SDWLHQWV�WUHDWHG�ZLWK�4V\PLD������PJ����PJ������PJ����PJ��DQG����PJ����PJ�� 
UHVSHFWLYHO\��FRPSDUHG�WR������RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER���5HSRUWV�RI�GHSUHVVLRQ�PRRG�SUREOHPV� 
RFFXUUHG�LQ�������������DQG������RI�SDWLHQWV�WUHDWHG�ZLWK�4V\PLD������PJ����PJ������PJ����PJ��DQG� 
���PJ����PJ��UHVSHFWLYHO\��FRPSDUHG�WR������RI�SDWLHQWV�WUHDWHG�ZLWK�SODFHER���7KH�PDMRULW\�RI�WKHVH�HYHQWV� 
ILUVW�RFFXUUHG�ZLWKLQ�WKH�LQLWLDO����ZHHNV�RI�GUXJ�WKHUDS\��KRZHYHU��LQ�VRPH�SDWLHQWV��HYHQWV�ZHUH�UHSRUWHG�ODWHU� 
LQ�WKH�FRXUVH�RI�WUHDWPHQWV���,Q�WKH�4V\PLD�FOLQLFDO�WULDOV��WKH�RYHUDOO�SUHYDOHQFH�RI�PRRG�DQG�VOHHS�DGYHUVH� 
UHDFWLRQV�ZDV�DSSUR[LPDWHO\�WZLFH�DV�JUHDW�LQ�SDWLHQWV�ZLWK�D�KLVWRU\�RI�GHSUHVVLRQ�FRPSDUHG�WR�SDWLHQWV�ZLWKRXW� 
D�KLVWRU\�RI�GHSUHVVLRQ��KRZHYHU��WKH�SURSRUWLRQ�RI�SDWLHQWV�RQ�DFWLYH�WUHDWPHQW�YHUVXV�SODFHER�ZKR�UHSRUWHG� 
PRRG�DQG�VOHHS�DGYHUVH�UHDFWLRQV�ZDV�VLPLODU�LQ�WKHVH�WZR�VXEJURXSV���2FFXUUHQFH�RI�GHSUHVVLRQ�UHODWHG�HYHQWV� 
ZDV�PRUH�IUHTXHQW�LQ�SDWLHQWV�ZLWK�D�SDVW�KLVWRU\�RI�GHSUHVVLRQ�DFURVV�DOO�WUHDWPHQW�JURXSV��+RZHYHU��WKH� 
SODFHER�DGMXVWHG�GLIIHUHQFH�LQ�LQFLGHQFH�RI�WKHVH�HYHQWV�UHPDLQHG�FRQVWDQW�EHWZHHQ�JURXSV�UHJDUGOHVV�RI� 
SUHYLRXV�GHSUHVVLRQ�KLVWRU\�� 

&RJQLWLYH�'LVRUGHUV� 

,Q�WKH���\HDU�FRQWUROOHG�WULDOV�RI�4V\PLD��WKH�SURSRUWLRQ�RI�SDWLHQWV�ZKR�H[SHULHQFHG�RQH�RU�PRUH�FRJQLWLYH� 
UHODWHG�DGYHUVH�UHDFWLRQV�ZDV������IRU�4V\PLD������PJ����PJ�������IRU�4V\PLD�����PJ����PJ��DQG������IRU� 
4V\PLD����PJ����PJ��FRPSDUHG�WR������IRU�SODFHER���7KHVH�DGYHUVH�UHDFWLRQV�ZHUH�FRPSULVHG�SULPDULO\�RI� 
UHSRUWV�RI�SUREOHPV�ZLWK�DWWHQWLRQ�FRQFHQWUDWLRQ��PHPRU\��DQG�ODQJXDJH��ZRUG�ILQGLQJ����7KHVH�HYHQWV�W\SLFDOO\� 
EHJDQ�ZLWKLQ�WKH�ILUVW���ZHHNV�RI�WUHDWPHQW��KDG�D�PHGLDQ�GXUDWLRQ�RI�DSSUR[LPDWHO\����GD\V�RU�OHVV��DQG�ZHUH� 
UHYHUVLEOH�XSRQ�GLVFRQWLQXDWLRQ�RI�WUHDWPHQW��KRZHYHU��LQGLYLGXDO�SDWLHQWV�GLG�H[SHULHQFH�HYHQWV�ODWHU�LQ� 
WUHDWPHQW��DQG�HYHQWV�RI�ORQJHU�GXUDWLRQ�� 
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/DERUDWRU\�$EQRUPDOLWLHV� 

Serum Bicarbonate 

,Q�WKH���\HDU�FRQWUROOHG�WULDOV�RI�4V\PLD��WKH�LQFLGHQFH�RI�SHUVLVWHQW�WUHDWPHQW�HPHUJHQW�GHFUHDVHV�LQ�VHUXP� 
ELFDUERQDWH�EHORZ�WKH�QRUPDO�UDQJH��OHYHOV�RI�OHVV�WKDQ����P(T�/�DW���FRQVHFXWLYH�YLVLWV�RU�DW�WKH�ILQDO�YLVLW�� 
ZDV������IRU�4V\PLD������PJ����PJ�������IRU�4V\PLD�����PJ����PJ��DQG�������IRU�4V\PLD����PJ����PJ�� 
FRPSDUHG�WR������IRU�SODFHER���7KH�LQFLGHQFH�RI�SHUVLVWHQW��PDUNHGO\�ORZ�VHUXP�ELFDUERQDWH�YDOXHV��OHYHOV�RI� 
OHVV�WKDQ����P(T�/�RQ���FRQVHFXWLYH�YLVLWV�RU�DW�WKH�ILQDO�YLVLW��ZDV������IRU�4V\PLD������PJ����PJ�������IRU� 
4V\PLD�����PJ����PJ�GRVH��DQG������IRU�4V\PLD����PJ����PJ�GRVH��FRPSDUHG�WR������IRU�SODFHER��� 
*HQHUDOO\��GHFUHDVHV�LQ�VHUXP�ELFDUERQDWH�OHYHOV�ZHUH�PLOG��DYHUDJH�����P(T�/��DQG�RFFXUUHG�HDUO\�LQ� 
WUHDWPHQW����ZHHN�YLVLW���KRZHYHU�VHYHUH�GHFUHDVHV�DQG�GHFUHDVHV�ODWHU�LQ�WUHDWPHQW�RFFXUUHG�� 

Serum Potassium 

,Q�WKH���\HDU�FRQWUROOHG�WULDOV�RI�4V\PLD��WKH�LQFLGHQFH�RI�SHUVLVWHQW�ORZ�VHUXP�SRWDVVLXP�YDOXHV��OHVV�WKDQ� 
����P(T�/�DW�WZR�FRQVHFXWLYH�YLVLWV�RU�DW�WKH�ILQDO�YLVLW��GXULQJ�WKH�WULDO�ZDV������IRU�4V\PLD������PJ����PJ�� 
�����IRU�4V\PLD�����PJ����PJ�GRVH��DQG������IRU�4V\PLD����PJ����PJ��FRPSDUHG�WR������IRU�SODFHER���2I� 
WKH�VXEMHFWV�ZKR�H[SHULHQFHG�SHUVLVWHQW�ORZ�VHUXP�SRWDVVLXP������ZHUH�UHFHLYLQJ�WUHDWPHQW�ZLWK�D�QRQ� 
SRWDVVLXP�VSDULQJ�GLXUHWLF��� 

7KH�LQFLGHQFH�RI�PDUNHGO\�ORZ�VHUXP�SRWDVVLXP��OHVV�WKDQ���P(T�/��DQG�D�UHGXFWLRQ�IURP�SUH�WUHDWPHQW�RI� 
JUHDWHU�WKDQ�����P(T�/��DW�DQ\�WLPH�GXULQJ�WKH�WULDO�ZDV������IRU�4V\PLD������PJ����PJ�������IRU�4V\PLD� 
����PJ����PJ�GRVH��DQG������IRU�4V\PLD����PJ����PJ�GRVH��FRPSDUHG�WR������IRU�SODFHER��3HUVLVWHQW� 
PDUNHGO\�ORZ�VHUXP�SRWDVVLXP��OHVV�WKDQ���P(T�/��DQG�D�UHGXFWLRQ�IURP�SUH�WUHDWPHQW�RI�JUHDWHU�WKDQ����� 
P(T�/�DW�WZR�FRQVHFXWLYH�YLVLWV�RU�DW�WKH�ILQDO�YLVLW��RFFXUUHG�LQ������RI�VXEMHFWV�UHFHLYLQJ�4V\PLD������ 
PJ����PJ�������UHFHLYLQJ�4V\PLD�����PJ����PJ�GRVH��DQG������UHFHLYLQJ�4V\PLD����PJ����PJ�GRVH�� 
FRPSDUHG�WR������UHFHLYLQJ�SODFHER��� 

+\SRNDOHPLD�ZDV�UHSRUWHG�E\������RI�VXEMHFWV�WUHDWHG�ZLWK�4V\PLD������PJ����PJ�������RI�VXEMHFWV�WUHDWHG� 
ZLWK�4V\PLD�����PJ����PJ��DQG������RI�VXEMHFWV�WUHDWHG�ZLWK�4V\PLD����PJ����PJ�FRPSDUHG�WR������RI� 
VXEMHFWV�WUHDWHG�ZLWK�SODFHER���³%ORRG�SRWDVVLXP�GHFUHDVHG´�ZDV�UHSRUWHG�E\������RI�VXEMHFWV�WUHDWHG�ZLWK� 
4V\PLD������PJ����PJ�������RI�VXEMHFWV�WUHDWHG�ZLWK�4V\PLD�����PJ����PJ�������RI�VXEMHFWV�WUHDWHG�ZLWK� 
4V\PLD����PJ����PJ��DQG������RI�VXEMHFWV�WUHDWHG�ZLWK�SODFHER���� 

Serum Creatinine 

,Q�WKH���\HDU�FRQWUROOHG�WULDOV�RI�4V\PLD��WKHUH�ZDV�D�GRVH�UHODWHG�LQFUHDVH�IURP�EDVHOLQH��SHDNLQJ�EHWZHHQ� 
:HHN���WR����ZKLFK�GHFOLQHG�EXW�UHPDLQHG�HOHYDWHG�RYHU�EDVHOLQH�RYHU���\HDU�RI�WUHDWPHQW���7KH�LQFLGHQFH�RI� 
LQFUHDVHV�LQ�VHUXP�FUHDWLQLQH�RI�JUHDWHU�WKDQ�RU�HTXDO�WR�����PJ�G/�DW�DQ\�WLPH�GXULQJ�WUHDWPHQW�ZDV������IRU� 
4V\PLD������PJ����PJ�������IRU�4V\PLD�����PJ����PJ��DQG������IRU�4V\PLD����PJ����PJ��FRPSDUHG�WR� 
�����IRU�SODFHER��,QFUHDVHV�LQ�VHUXP�FUHDWLQLQH�RI�JUHDWHU�WKDQ�RU�HTXDO�WR�����RYHU�EDVHOLQH�RFFXUUHG�LQ������ 
RI�VXEMHFWV�UHFHLYLQJ�4V\PLD������PJ����PJ�������UHFHLYLQJ�4V\PLD�����PJ����PJ��DQG������UHFHLYLQJ� 
4V\PLD����PJ����PJ��FRPSDUHG�WR������UHFHLYLQJ�SODFHER�� 

Reference ID: 4238280 



 

 
 

 
 

 

 

 

 

 

 
     

     
     
     

     
     

     
     

 
 

1HSKUROLWKLDVLV� 

,Q�WKH���\HDU�FRQWUROOHG�WULDOV�RI�4V\PLD��WKH�LQFLGHQFH�RI�QHSKUROLWKLDVLV�ZDV������IRU�4V\PLD������PJ����PJ�� 
�����IRU�4V\PLD�����PJ����PJ��DQG������IRU�4V\PLD����PJ����PJ��FRPSDUHG�WR������IRU�SODFHER�� 

'UXJ�'LVFRQWLQXDWLRQ�'XH�WR�$GYHUVH�5HDFWLRQV� 

,Q�WKH���\HDU�SODFHER�FRQWUROOHG�FOLQLFDO�VWXGLHV��������RI�4V\PLD������PJ����PJ��������RI�4V\PLD� 
����PJ����PJ��������RI�4V\PLD����PJ����PJ��DQG������RI�SODFHER�WUHDWHG�SDWLHQWV�GLVFRQWLQXHG�WUHDWPHQW�GXH� 
WR�UHSRUWHG�DGYHUVH�UHDFWLRQV���7KH�PRVW�FRPPRQ�DGYHUVH�UHDFWLRQV�WKDW�OHG�WR�GLVFRQWLQXDWLRQ�RI�WUHDWPHQW�DUH� 
VKRZQ�LQ�7DEOH���� 

Table 4.	 Adverse Reactions Greater Than or Equal To 1% Leading to Treatment Discontinuation 
(1-Year Clinical Trials) 

Adverse Reaction 
Leading to Treatment 
Discontinuationa 

Placebo 
(N=1561) 

% 

Qsymia 
3.75 mg/23 mg 

(N=240) 
% 

Qsymia 
7.5 mg/46 mg 

(N=498) 
% 

Qsymia 
15 mg/92 mg 

(N=1580) 
% 

9LVLRQ�EOXUUHG ��� ��� ��� ��� 
+HDGDFKH ��� ��� ��� ��� 
,UULWDELOLW\ ��� ��� ��� ��� 
'L]]LQHVV ��� ��� ��� ��� 
3DUDHVWKHVLD ��� ��� ��� ��� 
,QVRPQLD ��� ��� ��� ��� 
'HSUHVVLRQ� ��� ��� ��� ��� 
$Q[LHW\� ��� ��� ��� ��� 

D���JUHDWHU�WKDQ�RU�HTXDO�WR����LQ�DQ\�WUHDWPHQW�JURXS 

6.2 Postmarketing Experience 

7KH�IROORZLQJ�DGYHUVH�UHDFWLRQV�KDYH�EHHQ�UHSRUWHG�GXULQJ�SRVW�DSSURYDO�XVH�RI�SKHQWHUPLQH�DQG�WRSLUDPDWH�� 
WKH�FRPSRQHQWV�RI�4V\PLD���%HFDXVH�WKHVH�UHDFWLRQV�DUH�UHSRUWHG�YROXQWDULO\�IURP�D�SRSXODWLRQ�RI�XQFHUWDLQ�VL]H� 
LW�LV�QRW�DOZD\V�SRVVLEOH�WR�UHOLDEO\�HVWLPDWH�WKHLU�IUHTXHQF\�RU�HVWDEOLVK�D�FDXVDO�UHODWLRQVKLS�WR�GUXJ�H[SRVXUH���� 

4V\PLD� 

Psychiatric Disorders 
6XLFLGDO�LGHDWLRQ��6XLFLGDO�EHKDYLRU� 
� 
Ophthalmic disorders 

$FXWH�DQJOH�FORVXUH�JODXFRPD� 
,QFUHDVHG�LQWUDRFXODU�SUHVVXUH� 
� 

3KHQWHUPLQH� 

Allergic adverse reactions 
8UWLFDULD� 
Cardiovascular adverse reactions 
(OHYDWLRQ�RI�EORRG�SUHVVXUH��,VFKHPLF�HYHQWV� 
Central nervous system adverse reactions 
(XSKRULD��3V\FKRVLV��7UHPRU� 
Reproductive adverse reactions 
&KDQJHV�LQ�OLELGR��,PSRWHQFH� 
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7RSLUDPDWH� 

Dermatologic disorders 
%XOORXV�VNLQ�UHDFWLRQV��LQFOXGLQJ�HU\WKHPD�PXOWLIRUPH��6WHYHQV�-RKQVRQ�V\QGURPH��WR[LF�HSLGHUPDO�
 
QHFURO\VLV���3HPSKLJXV�
 
Gastrointestinal disorders 
3DQFUHDWLWLV� 
Hepatic disorders 
+HSDWLF�IDLOXUH��LQFOXGLQJ�IDWDOLWLHV���+HSDWLWLV� 
Metabolic disorders 
+\SHUDPPRQHPLD�
 
+\SRWKHUPLD��
 
Ophthalmic disorders 
0DFXORSDWK\� 

7 DRUG INTERACTIONS 

7.1 Monoamine Oxidase Inhibitors 

8VH�RI�SKHQWHUPLQH�LV�FRQWUDLQGLFDWHG�GXULQJ�RU�ZLWKLQ����GD\V�IROORZLQJ�WKH�DGPLQLVWUDWLRQ�RI�PRQRDPLQH� 
R[LGDVH�LQKLELWRUV�EHFDXVH�RI�WKH�ULVN�RI�K\SHUWHQVLYH�FULVLV� 

7.2 Oral Contraceptives 

&R�DGPLQLVWUDWLRQ�RI�PXOWLSOH�GRVH�4V\PLD����PJ����PJ�RQFH�GDLO\�ZLWK�D�VLQJOH�GRVH�RI�RUDO�FRQWUDFHSWLYH� 
FRQWDLQLQJ�����J�HWKLQ\O�HVWUDGLRO��HVWURJHQ�FRPSRQHQW��DQG���PJ�QRUHWKLQGURQH��SURJHVWLQ�FRPSRQHQW���LQ� 
REHVH�RWKHUZLVH�KHDOWK\�YROXQWHHUV��GHFUHDVHG�WKH�H[SRVXUH�RI�HWKLQ\O�HVWUDGLRO�E\�����DQG�LQFUHDVHG�WKH� 
H[SRVXUH�RI�QRUHWKLQGURQH�E\�����[see Clinical Pharmacology (12.3)]�� 

$OWKRXJK�WKLV�VWXG\�GLG�QRW�VSHFLILFDOO\�DGGUHVV�WKH�LPSDFW�RI�WKH�LQWHUDFWLRQ�RQ�FRQWUDFHSWLYH�HIILFDF\��DQ� 
LQFUHDVHG�ULVN�RI�SUHJQDQF\�LV�QRW�DQWLFLSDWHG���7KH�SULPDU\�GHWHUPLQDQW�RI�FRQWUDFHSWLYH�HIILFDF\�LV�WKH� 
SURJHVWLQ�FRPSRQHQW�RI�WKH�FRPELQDWLRQ�RUDO�FRQWUDFHSWLYH��VR�KLJKHU�H[SRVXUH�WR�WKH�SURJHVWLQ�ZRXOG�QRW�EH� 
H[SHFWHG�WR�EH�GHOHWHULRXV��� 
� 
+RZHYHU��LUUHJXODU�EOHHGLQJ��VSRWWLQJ��PD\�RFFXU�PRUH�IUHTXHQWO\�GXH�WR�ERWK�WKH�LQFUHDVHG�H[SRVXUH�WR�WKH� 
SURJHVWLQ�DQG�ORZHU�H[SRVXUH�WR�WKH�HVWURJHQ��ZKLFK�WHQGV�WR�VWDELOL]H�WKH�HQGRPHWULXP���3DWLHQWV�VKRXOG�EH� 
LQIRUPHG�QRW�WR�GLVFRQWLQXH�WKHLU�FRPELQDWLRQ�RUDO�FRQWUDFHSWLYH�LI�VSRWWLQJ�RFFXUV��EXW�WR�QRWLI\�WKHLU�KHDOWKFDUH� 
SURYLGHU�LI�WKH�VSRWWLQJ�LV�WURXEOLQJ�WR�WKHP� 

7.3 CNS Depressants Including Alcohol 

6SHFLILF�GUXJ�LQWHUDFWLRQ�VWXGLHV�RI�4V\PLD�DQG�DOFRKRO�RU�RWKHU�&16�GHSUHVVDQW�GUXJV�KDYH�QRW�EHHQ� 
SHUIRUPHG���7KH�FRQFRPLWDQW�XVH�RI�DOFRKRO�RU�&16�GHSUHVVDQW�GUXJV��H�J���EDUELWXUDWHV��EHQ]RGLD]HSLQHV��DQG� 
VOHHS�PHGLFDWLRQV��ZLWK�SKHQWHUPLQH�RU�WRSLUDPDWH�PD\�SRWHQWLDWH�&16�GHSUHVVLRQ�VXFK�DV�GL]]LQHVV�RU� 
FRJQLWLYH�DGYHUVH�UHDFWLRQV��RU�RWKHU�FHQWUDOO\�PHGLDWHG�HIIHFWV�RI�WKHVH�DJHQWV���7KHUHIRUH��LI�4V\PLD�LV�XVHG� 
ZLWK�DOFRKRO�RU�RWKHU�&16�GHSUHVVDQWV��WKH�SDWLHQW�VKRXOG�EH�FRXQVHOHG�UHJDUGLQJ�SRVVLEOH�LQFUHDVHG�ULVN�RI� 
&16�GHSUHVVLRQ�RU�VLGH�HIIHFWV��� 

7.4 Non-Potassium Sparing Diuretics 

&RQFXUUHQW�XVH�RI�4V\PLD�ZLWK�QRQ�SRWDVVLXP�VSDULQJ�GLXUHWLFV�PD\�SRWHQWLDWH�WKH�SRWDVVLXP�ZDVWLQJ�DFWLRQ�RI� 
WKHVH�GLXUHWLFV��&RQFRPLWDQW�DGPLQLVWUDWLRQ�RI�K\GURFKORURWKLD]LGH�DORQH�ZLWK�WRSLUDPDWH�DORQH�KDV�EHHQ�VKRZQ� 
WR�LQFUHDVH�WKH�&PD[�DQG�$8&�RI�WRSLUDPDWH�E\�����DQG������UHVSHFWLYHO\��:KHQ�SUHVFULELQJ�4V\PLD�LQ�WKH� 
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SUHVHQFH�RI�QRQ�SRWDVVLXP�VSDULQJ�PHGLFLQDO�SURGXFWV��SDWLHQWV�VKRXOG�EH�PRQLWRUHG�IRU�K\SRNDOHPLD�[see 
Warnings and Precautions (5.17) and Clinical Pharmacology (12.3)]�� 

7.5 Antiepileptic Drugs 

&RQFRPLWDQW�DGPLQLVWUDWLRQ�RI�SKHQ\WRLQ�RU�FDUEDPD]HSLQH�ZLWK�WRSLUDPDWH�LQ�SDWLHQWV�ZLWK�HSLOHSV\��GHFUHDVHG� 
SODVPD�FRQFHQWUDWLRQV�RI�WRSLUDPDWH�E\�����DQG������UHVSHFWLYHO\��ZKHQ�FRPSDUHG�WR�WRSLUDPDWH�JLYHQ�DORQH� 
[see Clinical Pharmacology (12.3)]�� 

&RQFRPLWDQW�DGPLQLVWUDWLRQ�RI�YDOSURLF�DFLG�DQG�WRSLUDPDWH�KDV�EHHQ�DVVRFLDWHG�ZLWK�K\SHUDPPRQHPLD�ZLWK� 
DQG�ZLWKRXW�HQFHSKDORSDWK\���&RQFRPLWDQW�DGPLQLVWUDWLRQ�RI�WRSLUDPDWH�ZLWK�YDOSURLF�DFLG�LQ�SDWLHQWV�KDV�DOVR� 
EHHQ�DVVRFLDWHG�ZLWK�K\SRWKHUPLD��ZLWK�DQG�ZLWKRXW�K\SHUDPPRQHPLD����,W�PD\�EH�SUXGHQW�WR�H[DPLQH�EORRG� 
DPPRQLD�LQ�SDWLHQWV�LQ�ZKRP�WKH�RQVHW�RI�K\SRWKHUPLD�RU�HQFHSKDORSDWK\�KDV�EHHQ�UHSRUWHG�[see Clinical 
Pharmacology (12.3)]�� 

7.6 Carbonic Anhydrase Inhibitors 

&RQFRPLWDQW�XVH�RI�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��ZLWK�DQ\�RWKHU�FDUERQLF�DQK\GUDVH�LQKLELWRU� 
�H�J���]RQLVDPLGH��DFHWD]RODPLGH��RU�GLFKORUSKHQDPLGH��PD\�LQFUHDVH�WKH�VHYHULW\�RI�PHWDEROLF�DFLGRVLV�DQG�PD\� 
DOVR�LQFUHDVH�WKH�ULVN�RI�NLGQH\�VWRQH�IRUPDWLRQ���$YRLG�WKH�XVH�RI�4V\PLD�ZLWK�RWKHU�GUXJV�WKDW�LQKLELW�FDUERQLF� 
DQK\GUDVH�[see Warnings and Precautions (5.7)]�� 

7.7 Pioglitazone 

$�GHFUHDVH�LQ�WKH�H[SRVXUH�RI�SLRJOLWD]RQH�DQG�LWV�DFWLYH�PHWDEROLWHV�ZHUH�QRWHG�ZLWK�WKH�FRQFXUUHQW�XVH�RI� 
SLRJOLWD]RQH�DQG�WRSLUDPDWH�LQ�D�FOLQLFDO�WULDO��7KH�FOLQLFDO�UHOHYDQFH�RI�WKHVH�REVHUYDWLRQV�LV�XQNQRZQ��KRZHYHU�� 
ZKHQ�4V\PLD�LV�DGGHG�WR�SLRJOLWD]RQH�WKHUDS\�RU�SLRJOLWD]RQH�LV�DGGHG�WR�4V\PLD�WKHUDS\��FDUHIXO�DWWHQWLRQ� 
VKRXOG�EH�JLYHQ�WR�WKH�URXWLQH�PRQLWRULQJ�RI�SDWLHQWV�IRU�DGHTXDWH�FRQWURO�RI�WKHLU�GLDEHWLF�GLVHDVH�VWDWH�[see 
Clinical Pharmacology (12.3)]�� 

8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 

Pregnancy Category X 

5LVN�6XPPDU\� 

4V\PLD�LV�FRQWUDLQGLFDWHG�LQ�SUHJQDQW�ZRPHQ���7KH�XVH�RI�4V\PLD�FDQ�FDXVH�IHWDO�KDUP�DQG�ZHLJKW�ORVV�RIIHUV� 
QR�SRWHQWLDO�EHQHILW�WR�D�SUHJQDQW�ZRPDQ���$YDLODEOH�HSLGHPLRORJLF�GDWD�LQGLFDWH�DQ�LQFUHDVHG�ULVN�LQ�RUDO�FOHIWV� 
�FOHIW�OLS�ZLWK�RU�ZLWKRXW�FOHIW�SDODWH��ZLWK�ILUVW�WULPHVWHU�H[SRVXUH�WR�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��� 
:KHQ�PXOWLSOH�VSHFLHV�RI�SUHJQDQW�DQLPDOV�UHFHLYHG�WRSLUDPDWH�DW�FOLQLFDOO\�UHOHYDQW�GRVHV��VWUXFWXUDO� 
PDOIRUPDWLRQV��LQFOXGLQJ�FUDQLRIDFLDO�GHIHFWV��DQG�UHGXFHG�IHWDO�ZHLJKWV�RFFXUUHG�LQ�RIIVSULQJ���� 

,I�WKLV�GUXJ�LV�XVHG�GXULQJ�SUHJQDQF\��RU�LI�D�SDWLHQW�EHFRPHV�SUHJQDQW�ZKLOH�WDNLQJ�WKLV�GUXJ��WUHDWPHQW�VKRXOG� 
EH�GLVFRQWLQXHG�LPPHGLDWHO\�DQG�WKH�SDWLHQW�VKRXOG�EH�DSSULVHG�RI�WKH�SRWHQWLDO�KD]DUG�WR�D�IHWXV�� 

7KHUH�LV�D�4V\PLD�3UHJQDQF\�6XUYHLOODQFH�3URJUDP�WR�PRQLWRU�PDWHUQDO�IHWDO�RXWFRPHV�RI�SUHJQDQFLHV�WKDW� 
RFFXU�GXULQJ�4V\PLD�WKHUDS\���+HDOWKFDUH�SURYLGHUV�DQG�SDWLHQWV�DUH�HQFRXUDJHG�WR�UHSRUW�SUHJQDQFLHV�E\� 
FDOOLQJ����������������� 

&OLQLFDO�&RQVLGHUDWLRQV� 

2UDO�FOHIWV�RFFXU�IURP�WKH�ILIWK�WKURXJK�WKH�QLQWK�ZHHN�RI�JHVWDWLRQ���7KH�OLS�LV�IRUPHG�EHWZHHQ�WKH�EHJLQQLQJ�RI� 
WKH�ILIWK�ZHHN�WR�WKH�VHYHQWK�ZHHN�RI�JHVWDWLRQ��DQG�WKH�SDODWH�LV�IRUPHG�EHWZHHQ�WKH�EHJLQQLQJ�RI�WKH�VL[WK� 
ZHHN�WKURXJK�WKH�QLQWK�ZHHN�RI�JHVWDWLRQ�� 
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$�PLQLPXP�ZHLJKW�JDLQ��DQG�QR�ZHLJKW�ORVV��LV�FXUUHQWO\�UHFRPPHQGHG�IRU�DOO�SUHJQDQW�ZRPHQ��LQFOXGLQJ�WKRVH� 
ZKR�DUH�DOUHDG\�RYHUZHLJKW�RU�REHVH��GXH�WR�WKH�REOLJDWRU\�ZHLJKW�JDLQ�WKDW�RFFXUV�LQ�PDWHUQDO�WLVVXHV�GXULQJ� 
SUHJQDQF\�� 

4V\PLD�FDQ�FDXVH�PHWDEROLF�DFLGRVLV���7KH�HIIHFW�RI�WRSLUDPDWH�LQGXFHG�PHWDEROLF�DFLGRVLV�KDV�QRW�EHHQ�VWXGLHG� 
LQ�SUHJQDQF\��KRZHYHU��PHWDEROLF�DFLGRVLV�LQ�SUHJQDQF\��GXH�WR�RWKHU�FDXVHV��FDQ�FDXVH�GHFUHDVHG�IHWDO�JURZWK�� 
GHFUHDVHG�IHWDO�R[\JHQDWLRQ��DQG�IHWDO�GHDWK��DQG�PD\�DIIHFW�WKH�IHWXV¶�DELOLW\�WR�WROHUDWH�ODERU [see Warnings 
and Precautions (5.7)]�� 

+XPDQ�'DWD 

'DWD�HYDOXDWLQJ�WKH�ULVN�RI�PDMRU�FRQJHQLWDO�PDOIRUPDWLRQV�DQG�RUDO�FOHIWV�ZLWK�WRSLUDPDWH��D�FRPSRQHQW�RI� 
4V\PLD��H[SRVXUH�GXULQJ�SUHJQDQF\�LV�DYDLODEOH�IURP�WKH�1RUWK�$PHULFDQ�$QWL�(SLOHSWLF�'UXJ��1$$('�� 
3UHJQDQF\�5HJLVWU\�DQG�IURP�VHYHUDO�ODUJHU�UHWURVSHFWLYH�HSLGHPLRORJLF�VWXGLHV��7KH�1$$('�3UHJQDQF\� 
5HJLVWU\�VXJJHVWHG�DQ�HVWLPDWHG�LQFUHDVH�LQ�ULVN�IRU�RUDO�FOHIWV�RI�����������&,�����������������/DUJHU� 
UHWURVSHFWLYH�HSLGHPLRORJ\�VWXGLHV�VKRZHG�WKDW�WRSLUDPDWH�PRQRWKHUDS\�H[SRVXUH�LQ�SUHJQDQF\�LV�DVVRFLDWHG� 
ZLWK�DQ�DSSUR[LPDWHO\�WZR�WR�ILYH�IROG�LQFUHDVHG�ULVN�RI�RUDO�FOHIWV��7DEOH������7KH�)2575(66�VWXG\�� 
VSRQVRUHG�E\�WKH�PDNHU�RI�4V\PLD��IRXQG�DQ�H[FHVV�ULVN�RI����������&,� ������WR������RUDO�FOHIW�FDVHV�SHU������� 
LQIDQWV�H[SRVHG�WR�WRSLUDPDWH�GXULQJ�WKH�ILUVW�WULPHVWHU�� 
�� 

Table 5. 	 Summary of Studies Evaluating the Association of Topiramate in Utero Exposure and Oral 
Clefts and Major Congenital Malformations 

Epidemiology Study 

Oral clefts Major Congenital Malformations 
Estimated 

Increase in Risk 95% CI 
Estimated 

Increase in Risk 95% CI 
:ROWHUV�.OXZHUD� ����� �����±������ ����� �����±������ 
)2575(66D� ����� �����±������ ����� �����±������ 
6ORQH�&'&� ����� �����±������� ����� �����±������ 

D�6SRQVRUHG�E\�WKH�PDNHU�RI�4V\PLD� 
&,� �FRQILGHQFH�LQWHUYDO� 

� 

$QLPDO�'DWD� 

Phentermine/Topiramate� 

(PEU\R�IHWDO�GHYHORSPHQW�VWXGLHV�KDYH�EHHQ�FRQGXFWHG�LQ�UDWV�DQG�UDEELWV�ZLWK�FRPELQDWLRQ�SKHQWHUPLQH�DQG� 
WRSLUDPDWH�WUHDWPHQW���3KHQWHUPLQH�DQG�WRSLUDPDWH�FR�DGPLQLVWHUHG�WR�UDWV�GXULQJ�WKH�SHULRG�RI�RUJDQRJHQHVLV� 
FDXVHG�UHGXFHG�IHWDO�ERG\�ZHLJKWV�EXW�GLG�QRW�FDXVH�IHWDO�PDOIRUPDWLRQV�DW�WKH�PD[LPXP�GRVH�RI������PJ�NJ� 
SKHQWHUPLQH�DQG����PJ�NJ�WRSLUDPDWH�>DSSUR[LPDWHO\���WLPHV�WKH�PD[LPXP�UHFRPPHQGHG�KXPDQ�GRVH� 
�05+'��EDVHG�RQ�DUHD�XQGHU�WKH�FXUYH��$8&��HVWLPDWHV�IRU�HDFK�DFWLYH�LQJUHGLHQW@���,Q�D�VLPLODU�VWXG\�LQ� 
UDEELWV��QR�HIIHFWV�RQ�HPEU\R�IHWDO�GHYHORSPHQW�ZHUH�REVHUYHG�DW�DSSUR[LPDWHO\�����WLPHV��SKHQWHUPLQH��DQG� 
��WLPH��WRSLUDPDWH��FOLQLFDO�H[SRVXUHV�DW�WKH�05+'�EDVHG�RQ�$8&���6LJQLILFDQWO\�ORZHU�PDWHUQDO�ERG\�ZHLJKW� 
JDLQ�ZDV�UHFRUGHG�DW�WKHVH�GRVHV�LQ�UDWV�DQG�UDEELWV�� 

$�SUH��DQG�SRVW�QDWDO�GHYHORSPHQW�VWXG\�ZDV�FRQGXFWHG�LQ�UDWV�ZLWK�FRPELQDWLRQ�SKHQWHUPLQH�DQG�WRSLUDPDWH� 
WUHDWPHQW���7KHUH�ZHUH�QR�DGYHUVH�PDWHUQDO�RU�RIIVSULQJ�HIIHFWV�LQ�UDWV�WUHDWHG�WKURXJKRXW�RUJDQRJHQHVLV�DQG� 
ODFWDWLRQ�ZLWK�����PJ�NJ�GD\�SKHQWHUPLQH�DQG����PJ�NJ�GD\�WRSLUDPDWH��DSSUR[LPDWHO\���DQG���WLPHV�FOLQLFDO� 
H[SRVXUHV�DW�WKH�05+'��UHVSHFWLYHO\��EDVHG�RQ�$8&����7UHDWPHQW�ZLWK�KLJKHU�GRVHV�RI�������PJ�NJ�GD\� 
SKHQWHUPLQH�DQG����PJ�NJ�GD\�WRSLUDPDWH��DSSUR[LPDWHO\���DQG���WLPHV�PD[LPXP�FOLQLFDO�GRVHV�EDVHG�RQ� 
$8&��UHVSHFWLYHO\��FDXVHG�UHGXFHG�PDWHUQDO�ERG\�ZHLJKW�JDLQ�DQG�RIIVSULQJ�WR[LFLW\���2IIVSULQJ�HIIHFWV� 
LQFOXGHG�ORZHU�SXS�VXUYLYDO�DIWHU�ELUWK��LQFUHDVHG�OLPE�DQG�WDLO�PDOIRUPDWLRQV��UHGXFHG�SXS�ERG\�ZHLJKW�DQG� 
GHOD\HG�JURZWK��GHYHORSPHQW��DQG�VH[XDO�PDWXUDWLRQ�ZLWKRXW�DIIHFWLQJ�OHDUQLQJ��PHPRU\��RU�IHUWLOLW\�DQG� 
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UHSURGXFWLRQ���7KH�OLPE�DQG�WDLO�PDOIRUPDWLRQV�ZHUH�FRQVLVWHQW�ZLWK�UHVXOWV�RI�DQLPDO�VWXGLHV�FRQGXFWHG�ZLWK� 
WRSLUDPDWH�DORQH�[see Nonclinical Toxicology (13.3)]�� 

Phentermine 

$QLPDO�UHSURGXFWLRQ�VWXGLHV�KDYH�QRW�EHHQ�FRQGXFWHG�ZLWK�SKHQWHUPLQH���/LPLWHG�GDWD�IURP�VWXGLHV�FRQGXFWHG� 
ZLWK�WKH�SKHQWHUPLQH�WRSLUDPDWH�FRPELQDWLRQ�LQGLFDWH�WKDW�SKHQWHUPLQH�DORQH�ZDV�QRW�WHUDWRJHQLF�EXW�UHVXOWHG� 
LQ�ORZHU�ERG\�ZHLJKW�DQG�UHGXFHG�VXUYLYDO�RI�RIIVSULQJ�LQ�UDWV�DW���IROG�WKH�05+'�RI�4V\PLD��EDVHG�RQ�$8&�� 

Topiramate� 

7RSLUDPDWH�FDXVHV�GHYHORSPHQWDO�WR[LFLW\��LQFOXGLQJ�WHUDWRJHQLFLW\��DW�FOLQLFDOO\�UHOHYDQW�GRVHV�[see Nonclinical 
Toxicology (13.3)]�� 

8.2 Labor and Delivery 

7KH�HIIHFW�RI�4V\PLD�RQ�ODERU�DQG�GHOLYHU\�LQ�KXPDQV�LV�XQNQRZQ���7KH�GHYHORSPHQW�RI�4V\PLD�LQGXFHG� 
PHWDEROLF�DFLGRVLV�LQ�WKH�PRWKHU�DQG�RU�LQ�WKH�IHWXV�PLJKW�DIIHFW�WKH�IHWXV¶V�DELOLW\�WR�WROHUDWH�ODERU�� 

8.3 Nursing Mothers 

4V\PLD�PD\�EH�SUHVHQW�LQ�KXPDQ�PLON�EHFDXVH�WRSLUDPDWH�DQG�DPSKHWDPLQHV��SKHQWHUPLQH�KDV�SKDUPDFRORJLF� 
DFWLYLW\�DQG�D�FKHPLFDO�VWUXFWXUH�VLPLODU�WR�DPSKHWDPLQHV��DUH�H[FUHWHG�LQ�KXPDQ�PLON���%HFDXVH�RI�WKH�SRWHQWLDO� 
IRU�VHULRXV�DGYHUVH�UHDFWLRQV�LQ�QXUVLQJ�LQIDQWV��D�GHFLVLRQ�VKRXOG�EH�PDGH�ZKHWKHU�WR�GLVFRQWLQXH�QXUVLQJ�RU�WR� 
GLVFRQWLQXH�WKH�GUXJ��WDNLQJ�LQWR�DFFRXQW�WKH�LPSRUWDQFH�RI�WKH�GUXJ�WR�WKH�PRWKHU�� 

8.4 Pediatric Use 

6DIHW\�DQG�HIIHFWLYHQHVV�RI�4V\PLD�LQ�SHGLDWULF�SDWLHQWV�EHORZ�WKH�DJH�RI����\HDUV�KDYH�QRW�EHHQ�HVWDEOLVKHG�DQG� 
WKH�XVH�RI�4V\PLD�LV�QRW�UHFRPPHQGHG�LQ�SHGLDWULF�SDWLHQWV���6HULRXV�DGYHUVH�UHDFWLRQV�VHHQ�LQ�SHGLDWULF�SDWLHQWV� 
XVLQJ�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��LQFOXGH�DFXWH�DQJOH�JODXFRPD��ROLJRKLGURVLV�DQG�K\SHUWKHUPLD�� 
PHWDEROLF�DFLGRVLV��FRJQLWLYH�DQG�QHXURSV\FKLDWULF�UHDFWLRQV��K\SHUDPPRQHPLD�DQG�HQFHSKDORSDWK\��DQG�NLGQH\� 
VWRQHV���� 

-XYHQLOH�$QLPDO�6WXGLHV� 

-XYHQLOH�DQLPDO�VWXGLHV�KDYH�QRW�EHHQ�FRQGXFWHG�ZLWK�4V\PLD���:KHQ�WRSLUDPDWH����������RU�����PJ�NJ�GD\�� 
ZDV�DGPLQLVWHUHG�RUDOO\�WR�UDWV�GXULQJ�WKH�MXYHQLOH�SHULRG�RI�GHYHORSPHQW��SRVWQDWDO�GD\V����WR������ERQH� 
JURZWK�SODWH�WKLFNQHVV�ZDV�UHGXFHG�LQ�PDOHV�DW�WKH�KLJKHVW�GRVH�� 

8.5 Geriatric Use 

,Q�WKH�4V\PLD�FOLQLFDO�WULDOV��D�WRWDO�RI����������RI�WKH�SDWLHQWV�ZHUH����\HDUV�RI�DJH�DQG�ROGHU���1R�RYHUDOO� 
GLIIHUHQFHV�LQ�VDIHW\�RU�HIIHFWLYHQHVV�ZHUH�REVHUYHG�EHWZHHQ�WKHVH�VXEMHFWV�DQG�\RXQJHU�VXEMHFWV��EXW�JUHDWHU� 
VHQVLWLYLW\�RI�VRPH�ROGHU�LQGLYLGXDOV�FDQQRW�EH�UXOHG�RXW�� 

&OLQLFDO�VWXGLHV�RI�4V\PLD�GLG�QRW�LQFOXGH�VXIILFLHQW�QXPEHUV�RI�VXEMHFWV�DJHG����DQG�RYHU�WR�GHWHUPLQH� 
ZKHWKHU�WKH\�UHVSRQG�GLIIHUHQWO\�IURP�\RXQJHU�VXEMHFWV���,Q�JHQHUDO��GRVH�VHOHFWLRQ�IRU�DQ�HOGHUO\�SDWLHQW�VKRXOG� 
EH�FDXWLRXV��XVXDOO\�VWDUWLQJ�DW�WKH�ORZ�HQG�RI�WKH�GRVLQJ�UDQJH��UHIOHFWLQJ�WKH�JUHDWHU�IUHTXHQF\�RI�GHFUHDVHG� 
KHSDWLF��UHQDO��RU�FDUGLDF�IXQFWLRQ��DQG�RI�FRQFRPLWDQW�GLVHDVH�RU�RWKHU�GUXJ�WKHUDS\�� 

8.6 Females of Reproductive Potential 

4V\PLD�FDQ�FDXVH�IHWDO�KDUP���'DWD�IURP�SUHJQDQF\�UHJLVWULHV�DQG�HSLGHPLRORJ\�VWXGLHV�LQGLFDWH�WKDW�D�IHWXV� 
H[SRVHG�WR�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��LQ�WKH�ILUVW�WULPHVWHU�RI�SUHJQDQF\�KDV�DQ�LQFUHDVHG�ULVN�RI�RUDO� 
FOHIWV��FOHIW�OLS�ZLWK�RU�ZLWKRXW�FOHIW�SDODWH���� 
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)HPDOHV�ZKR�EHFRPH�SUHJQDQW�GXULQJ�4V\PLD�WKHUDS\�VKRXOG�VWRS�4V\PLD�WUHDWPHQW�LPPHGLDWHO\�DQG�QRWLI\� 
WKHLU�KHDOWKFDUH�SURYLGHU�� 

3UHJQDQF\�7HVWLQJ�� 

)HPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO�VKRXOG�KDYH�D�QHJDWLYH�SUHJQDQF\�WHVW�EHIRUH�VWDUWLQJ�4V\PLD�DQG�PRQWKO\� 
WKHUHDIWHU�GXULQJ�4V\PLD�WKHUDS\�� 

&RQWUDFHSWLRQ� 

)HPDOHV�RI�UHSURGXFWLYH�SRWHQWLDO�VKRXOG�XVH�HIIHFWLYH�FRQWUDFHSWLRQ�GXULQJ�4V\PLD�WKHUDS\���� 

8.7 Renal Impairment 

&RPSDUHG�WR�KHDOWK\�YROXQWHHUV��SDWLHQWV�ZLWK�PRGHUDWH�DQG�VHYHUH�UHQDO�LPSDLUPHQW�DV�HVWLPDWHG�E\�WKH� 
&RFNFURIW�*DXOW�HTXDWLRQ�KDG�KLJKHU�SKHQWHUPLQH�DQG�WRSLUDPDWH�H[SRVXUHV�� 

1R�GRVH�DGMXVWPHQWV�DUH�QHFHVVDU\�LQ�SDWLHQWV�ZLWK�PLOG�UHQDO�LPSDLUPHQW���,Q�SDWLHQWV�ZLWK�PRGHUDWH� 
�&U&O�JUHDWHU�WKDQ�RU�HTXDO�WR����WR�OHVV�WKDQ����P/�PLQ��DQG�VHYHUH��&U&O�OHVV�WKDQ����P/�PLQ��UHQDO� 
LPSDLUPHQW��WKH�GRVH�VKRXOG�QRW�H[FHHG�4V\PLD�����PJ����PJ�RQFH�GDLO\�� 

4V\PLD�KDV�QRW�EHHQ�VWXGLHG�LQ�SDWLHQWV�ZLWK�HQG�VWDJH�UHQDO�GLVHDVH�RQ�GLDO\VLV���$YRLG�4V\PLD�LQ�WKLV�SDWLHQW� 
SRSXODWLRQ�[see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)]��� 

8.8 Hepatic Impairment 

,Q�SDWLHQWV�ZLWK�PLOG��&KLOG�3XJK��������DQG�PRGHUDWH��&KLOG�3XJK��������KHSDWLF�LPSDLUPHQW��H[SRVXUH�WR� 
SKHQWHUPLQH�ZDV�KLJKHU�FRPSDUHG�WR�KHDOWK\�YROXQWHHUV���([SRVXUH�WR�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��ZDV� 
VLPLODU�DPRQJ�SDWLHQWV�ZLWK�PLOG�DQG�PRGHUDWH�KHSDWLF�LPSDLUPHQW�DQG�KHDOWK\�YROXQWHHUV�� 

1R�GRVH�DGMXVWPHQWV�DUH�QHFHVVDU\�LQ�SDWLHQWV�ZLWK�PLOG�KHSDWLF�LPSDLUPHQW���,Q�SDWLHQWV�ZLWK�PRGHUDWH�KHSDWLF� 
LPSDLUPHQW��WKH�GRVH�VKRXOG�QRW�H[FHHG�4V\PLD�����PJ����PJ�RQFH�GDLO\���� 

4V\PLD�KDV�QRW�EHHQ�VWXGLHG�LQ�SDWLHQWV�ZLWK�VHYHUH�KHSDWLF�LPSDLUPHQW��&KLOG�3XJK�VFRUH������������$YRLG� 
4V\PLD�LQ�WKLV�SDWLHQW�SRSXODWLRQ�[see Dosage and Administration (2.3) and Clinical Pharmacology (12.3)]�� 

9 DRUG ABUSE AND DEPENDENCE 

9.1 Controlled Substance 

4V\PLD�LV�FRQWUROOHG�LQ�6FKHGXOH�,9�RI�WKH�&RQWUROOHG�6XEVWDQFHV�$FW�EHFDXVH�LW�FRQWDLQV�SKHQWHUPLQH�D� 
6FKHGXOH�,9�GUXJ���$Q\�PDWHULDO��FRPSRXQG��PL[WXUH��RU�SUHSDUDWLRQ�WKDW�FRQWDLQV�DQ\�TXDQWLW\�RI�SKHQWHUPLQH� 
LV�FRQWUROOHG�DV�D�6FKHGXOH�,9�GUXJ�� 

7RSLUDPDWH�LV�QRW�FRQWUROOHG�LQ�WKH�&RQWUROOHG�6XEVWDQFHV�$FW�� 

9.2 Abuse 

3KHQWHUPLQH��D�FRPSRQHQW�RI�4V\PLD��KDV�D�NQRZQ�SRWHQWLDO�IRU�DEXVH�� 

3KHQWHUPLQH��D�FRPSRQHQW�RI�4V\PLD��LV�UHODWHG�FKHPLFDOO\�DQG�SKDUPDFRORJLFDOO\�WR�WKH�DPSKHWDPLQHV��� 
$PSKHWDPLQHV�DQG�RWKHU�VWLPXODQW�GUXJV�KDYH�EHHQ�H[WHQVLYHO\�DEXVHG�DQG�WKH�SRVVLELOLW\�RI�DEXVH�RI� 
SKHQWHUPLQH�VKRXOG�EH�NHSW�LQ�PLQG�ZKHQ�HYDOXDWLQJ�WKH�GHVLUDELOLW\�RI�LQFOXGLQJ�4V\PLD�DV�SDUW�RI�D�ZHLJKW� 
UHGXFWLRQ�SURJUDP���$EXVH�RI�DPSKHWDPLQHV�DQG�UHODWHG�GUXJV��H�J���SKHQWHUPLQH��PD\�EH�DVVRFLDWHG�ZLWK� 
LPSDLUHG�FRQWURO�RYHU�GUXJ�XVH�DQG�VHYHUH�VRFLDO�G\VIXQFWLRQ���7KHUH�DUH�UHSRUWV�RI�SDWLHQWV�ZKR�KDYH�LQFUHDVHG� 
WKH�GRVDJH�RI�WKHVH�GUXJV�WR�PDQ\�WLPHV�WKDQ�UHFRPPHQGHG���� 
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9.3 Dependence 

4V\PLD�KDV�QRW�EHHQ�V\VWHPDWLFDOO\�VWXGLHG�IRU�LWV�SRWHQWLDO�WR�SURGXFH�SK\VLFDO�GHSHQGHQFH���3K\VLFDO� 
GHSHQGHQFH�LV�D�VWDWH�WKDW�GHYHORSV�DV�D�UHVXOW�RI�SK\VLRORJLFDO�DGDSWDWLRQ�LQ�UHVSRQVH�WR�UHSHDWHG�GUXJ�XVH��� 
3K\VLFDO�GHSHQGHQFH�PDQLIHVWV�E\�GUXJ�FODVV�VSHFLILF�ZLWKGUDZDO�V\PSWRPV�DIWHU�DEUXSW�GLVFRQWLQXDWLRQ�RU�D� 
VLJQLILFDQW�GRVH�UHGXFWLRQ�RI�D�GUXJ�� 

/LPLWHG�LQIRUPDWLRQ�RQ�WKH�SRWHQWLDO�IRU�SK\VLFDO�GHSHQGHQFH�IRU�WKH�LQGLYLGXDO�FRPSRQHQWV�RI�4V\PLD�LV� 
DYDLODEOH���)RU�WRSLUDPDWH��DEUXSW�GLVFRQWLQXDWLRQ�KDV�EHHQ�DVVRFLDWHG�ZLWK�VHL]XUHV�LQ�SDWLHQWV�ZLWKRXW�D�KLVWRU\� 
RI�VHL]XUHV�RU�HSLOHSV\���)RU�SKHQWHUPLQH��DEUXSW�FHVVDWLRQ�IROORZLQJ�SURORQJHG�KLJK�GRVDJH�DGPLQLVWUDWLRQ� 
UHVXOWV�LQ�H[WUHPH�IDWLJXH�DQG�PHQWDO�GHSUHVVLRQ��FKDQJHV�DUH�DOVR�QRWHG�RQ�D�VOHHS�HOHFWURHQFHSKDORJUDP��� 
7KXV��LQ�VLWXDWLRQV�ZKHUH�UDSLG�ZLWKGUDZDO�RI�4V\PLD�LV�UHTXLUHG��DSSURSULDWH�PHGLFDO�PRQLWRULQJ�LV� 
UHFRPPHQGHG�� 

10 OVERDOSAGE 

,Q�WKH�HYHQW�RI�D�VLJQLILFDQW�RYHUGRVH�ZLWK�4V\PLD��LI�WKH�LQJHVWLRQ�LV�UHFHQW��WKH�VWRPDFK�VKRXOG�EH�HPSWLHG� 
LPPHGLDWHO\�E\�JDVWULF�ODYDJH�RU�E\�LQGXFWLRQ�RI�HPHVLV���$SSURSULDWH�VXSSRUWLYH�WUHDWPHQW�VKRXOG�EH�SURYLGHG� 
DFFRUGLQJ�WR�WKH�SDWLHQW¶V�FOLQLFDO�VLJQV�DQG�V\PSWRPV���� 

$FXWH�RYHUGRVH�RI�SKHQWHUPLQH�PD\�EH�DVVRFLDWHG�ZLWK�UHVWOHVVQHVV��WUHPRU��K\SHUUHIOH[LD��UDSLG�UHVSLUDWLRQ�� 
FRQIXVLRQ��DJJUHVVLYHQHVV��KDOOXFLQDWLRQV��DQG�SDQLF�VWDWHV���)DWLJXH�DQG�GHSUHVVLRQ�XVXDOO\�IROORZ�WKH�FHQWUDO� 
VWLPXODWLRQ���&DUGLRYDVFXODU�HIIHFWV�LQFOXGH�DUUK\WKPLD��K\SHUWHQVLRQ�RU�K\SRWHQVLRQ��DQG�FLUFXODWRU\�FROODSVH��� 
*DVWURLQWHVWLQDO�V\PSWRPV�LQFOXGH�QDXVHD��YRPLWLQJ��GLDUUKHD��DQG�DEGRPLQDO�FUDPSV���)DWDO�SRLVRQLQJ�XVXDOO\� 
WHUPLQDWHV�LQ�FRQYXOVLRQV�DQG�FRPD���0DQLIHVWDWLRQV�RI�FKURQLF�LQWR[LFDWLRQ�ZLWK�DQRUHFWLF�GUXJV�LQFOXGH�VHYHUH� 
GHUPDWRVHV��PDUNHG�LQVRPQLD��LUULWDELOLW\��K\SHUDFWLYLW\��DQG�SHUVRQDOLW\�FKDQJHV���$�VHYHUH�PDQLIHVWDWLRQ�RI� 
FKURQLF�LQWR[LFDWLRQ�LV�SV\FKRVLV��RIWHQ�FOLQLFDOO\�LQGLVWLQJXLVKDEOH�IURP�VFKL]RSKUHQLD�� 

0DQDJHPHQW�RI�DFXWH�SKHQWHUPLQH�LQWR[LFDWLRQ�LV�ODUJHO\�V\PSWRPDWLF�DQG�LQFOXGHV�ODYDJH�DQG�VHGDWLRQ�ZLWK�D� 
EDUELWXUDWH���$FLGLILFDWLRQ�RI�WKH�XULQH�LQFUHDVHV�SKHQWHUPLQH�H[FUHWLRQ���,QWUDYHQRXV�SKHQWRODPLQH�KDV�EHHQ� 
VXJJHVWHG�IRU�SRVVLEOH�DFXWH��VHYHUH�K\SHUWHQVLRQ��LI�WKLV�FRPSOLFDWHV�SKHQWHUPLQH�RYHUGRVDJH�� 

7RSLUDPDWH�RYHUGRVH�KDV�UHVXOWHG�LQ�VHYHUH�PHWDEROLF�DFLGRVLV���2WKHU�VLJQV�DQG�V\PSWRPV�LQFOXGH�FRQYXOVLRQV�� 
GURZVLQHVV��VSHHFK�GLVWXUEDQFH��EOXUUHG�YLVLRQ��GLSORSLD��PHQWDWLRQ�LPSDLUHG��OHWKDUJ\��DEQRUPDO�FRRUGLQDWLRQ�� 
VWXSRU��K\SRWHQVLRQ��DEGRPLQDO�SDLQ��DJLWDWLRQ��GL]]LQHVV��DQG�GHSUHVVLRQ���7KH�FOLQLFDO�FRQVHTXHQFHV�ZHUH�QRW� 
VHYHUH�LQ�PRVW�FDVHV��EXW�GHDWKV�KDYH�EHHQ�UHSRUWHG�DIWHU�SRO\�GUXJ�RYHUGRVHV�LQYROYLQJ�JUDP�DPRXQWV�RI� 
WRSLUDPDWH���$�SDWLHQW�ZKR�LQJHVWHG�D�GRVH�EHWZHHQ����DQG�����JUDPV�WRSLUDPDWH�ZDV�DGPLWWHG�WR�KRVSLWDO�ZLWK� 
FRPD�ODVWLQJ����WR����KRXUV�IROORZHG�E\�IXOO�UHFRYHU\�DIWHU���WR���GD\V�� 

$FWLYDWHG�FKDUFRDO�KDV�EHHQ�VKRZQ�WR�DGVRUE�WRSLUDPDWH�in vitro���+HPRGLDO\VLV�LV�DQ�HIIHFWLYH�PHDQV�RI� 
UHPRYLQJ�WRSLUDPDWH�IURP�WKH�ERG\�� 

11 DESCRIPTION 

4V\PLD�FDSVXOH�LV�D�FRPELQDWLRQ�RUDO�SURGXFW�FRPSULVHG�RI�LPPHGLDWH�UHOHDVH�SKHQWHUPLQH�K\GURFKORULGH� 
�H[SUHVVHG�DV�WKH�ZHLJKW�RI�WKH�IUHH�EDVH��DQG�H[WHQGHG�UHOHDVH�WRSLUDPDWH���4V\PLD�FRQWDLQV�SKHQWHUPLQH� 
K\GURFKORULGH��D�V\PSDWKRPLPHWLF�DPLQH�DQRUHFWLF��DQG�WRSLUDPDWH��D�VXOIDPDWH�VXEVWLWXWHG�PRQRVDFFKDULGH� 
UHODWHG�WR�IUXFWRVH�DQWLHSLOHSWLF�GUXJ��� 
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3KHQWHUPLQH�+\GURFKORULGH�
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7KH�FKHPLFDO�QDPH�RI�SKHQWHUPLQH�K\GURFKORULGH�LV�Į�Į�GLPHWK\OSKHQHWK\ODPLQH�K\GURFKORULGH���7KH� 
PROHFXODU�IRUPXOD�LV�&��+��1���+&O�DQG�LWV�PROHFXODU�ZHLJKW�LV��������K\GURFKORULGH�VDOW��RU��������IUHH�EDVH���� 
3KHQWHUPLQH�K\GURFKORULGH�LV�D�ZKLWH��RGRUOHVV��K\JURVFRSLF��FU\VWDOOLQH�SRZGHU�WKDW�LV�VROXEOH�LQ�ZDWHU�� 
PHWKDQRO��DQG�HWKDQRO���,WV�VWUXFWXUDO�IRUPXOD�LV�� 

NH2 

+&O 
H3C CH3 

� 

7RSLUDPDWH� 

7RSLUDPDWH�LV���������GL�2�LVRSURS\OLGHQH�ȕ�'�IUXFWRS\UDQRVH�VXOIDPDWH���7KH�PROHFXODU�IRUPXOD�LV� 
&��+��12�6�DQG�LWV�PROHFXODU�ZHLJKW�LV���������7RSLUDPDWH�LV�D�ZKLWH�WR�RII�ZKLWH�FU\VWDOOLQH�SRZGHU�ZLWK�D� 
ELWWHU�WDVWH���,W�LV�IUHHO\�VROXEOH�LQ�PHWKDQRO�DQG�DFHWRQH��VSDULQJO\�VROXEOH�LQ�S+���WR�S+����DTXHRXV�VROXWLRQV� 
DQG�VOLJKWO\�VROXEOH�LQ�S+���WR�S+���DTXHRXV�VROXWLRQV���,WV�VWUXFWXUDO�IRUPXOD�LV�� 

4V\PLD� 

4V\PLD�LV�DYDLODEOH�LQ�IRXU�GRVDJH�VWUHQJWKV�� 

x 4V\PLD������PJ����PJ��SKHQWHUPLQH������PJ�DQG�WRSLUDPDWH����PJ�H[WHQGHG�UHOHDVH��FDSVXOHV�� 
x 4V\PLD�����PJ����PJ��SKHQWHUPLQH�����PJ�DQG�WRSLUDPDWH����PJ�H[WHQGHG�UHOHDVH��FDSVXOHV�� 
x 4V\PLD�������PJ����PJ��SKHQWHUPLQH�������PJ�DQG�WRSLUDPDWH����PJ�H[WHQGHG�UHOHDVH��FDSVXOHV�� 
x 4V\PLD����PJ����PJ��SKHQWHUPLQH����PJ�DQG�WRSLUDPDWH����PJ�H[WHQGHG�UHOHDVH��FDSVXOHV�� 

(DFK�FDSVXOH�FRQWDLQV�WKH�IROORZLQJ�LQDFWLYH�LQJUHGLHQWV���PHWK\OFHOOXORVH��VXFURVH��VWDUFK��PLFURFU\VWDOOLQH� 
FHOOXORVH��HWK\OFHOOXORVH��SRYLGRQH��JHODWLQ��WDOF��WLWDQLXP�GLR[LGH��)'	&�%OXH�����)'	&�5HG�����)'	&� 
<HOORZ����DQG�����DQG�SKDUPDFHXWLFDO�EODFN�DQG�ZKLWH�LQNV�� 

12 CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 

3KHQWHUPLQH�LV�D�V\PSDWKRPLPHWLF�DPLQH�ZLWK�SKDUPDFRORJLF�DFWLYLW\�VLPLODU�WR�WKH�SURWRW\SH�GUXJV�RI�WKLV� 
FODVV�XVHG�LQ�REHVLW\��DPSKHWDPLQH��G��DQG�G�O�DPSKHWDPLQH����'UXJV�RI�WKLV�FODVV�XVHG�LQ�REHVLW\�DUH�FRPPRQO\� 
NQRZQ�DV��DQRUHFWLFV��RU��DQRUH[LJHQLFV����7KH�HIIHFW�RI�SKHQWHUPLQH�RQ�FKURQLF�ZHLJKW�PDQDJHPHQW�LV�OLNHO\� 
PHGLDWHG�E\�UHOHDVH�RI�FDWHFKRODPLQHV�LQ�WKH�K\SRWKDODPXV��UHVXOWLQJ�LQ�UHGXFHG�DSSHWLWH�DQG�GHFUHDVHG�IRRG� 
FRQVXPSWLRQ��EXW�RWKHU�PHWDEROLF�HIIHFWV�PD\�DOVR�EH�LQYROYHG���7KH�H[DFW�PHFKDQLVP�RI�DFWLRQ�LV�QRW�NQRZQ�� 
� 
7KH�SUHFLVH�PHFKDQLVP�RI�DFWLRQ�RI�WRSLUDPDWH�RQ�FKURQLF�ZHLJKW�PDQDJHPHQW�LV�QRW�NQRZQ���7RSLUDPDWH¶V� 
HIIHFW�RQ�FKURQLF�ZHLJKW�PDQDJHPHQW�PD\�EH�GXH�WR�LWV�HIIHFWV�RQ�ERWK�DSSHWLWH�VXSSUHVVLRQ�DQG�VDWLHW\� 
HQKDQFHPHQW��LQGXFHG�E\�D�FRPELQDWLRQ�RI�SKDUPDFRORJLF�HIIHFWV�LQFOXGLQJ�DXJPHQWLQJ�WKH�DFWLYLW\�RI�WKH� 
QHXURWUDQVPLWWHU�JDPPD�DPLQREXW\UDWH��PRGXODWLRQ�RI�YROWDJH�JDWHG�LRQ�FKDQQHOV��LQKLELWLRQ�RI�$03$�NDLQLWH� 
H[FLWDWRU\�JOXWDPDWH�UHFHSWRUV��RU�LQKLELWLRQ�RI�FDUERQLF�DQK\GUDVH�� 
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12.2 Pharmacodynamics 

7\SLFDO�DFWLRQV�RI�DPSKHWDPLQHV�LQFOXGH�FHQWUDO�QHUYRXV�V\VWHP�VWLPXODWLRQ�DQG�HOHYDWLRQ�RI�EORRG�SUHVVXUH�� 
7DFK\SK\OD[LV�DQG�WROHUDQFH�KDYH�EHHQ�GHPRQVWUDWHG�ZLWK�DOO�GUXJV�RI�WKLV�FODVV�LQ�ZKLFK�WKHVH�SKHQRPHQD� 
KDYH�EHHQ�ORRNHG�IRU�� 

&DUGLDF�(OHFWURSK\VLRORJ\� 

7KH�HIIHFW�RI�4V\PLD�RQ�WKH�47F�LQWHUYDO�ZDV�HYDOXDWHG�LQ�D�UDQGRPL]HG��GRXEOH�EOLQG��SODFHER��DQG�DFWLYH� 
FRQWUROOHG������PJ�PR[LIOR[DFLQ���DQG�SDUDOOHO�JURXS�FURVVRYHU�WKRURXJK�47�47F�VWXG\��$�WRWDO�RI����KHDOWK\� 
VXEMHFWV�ZHUH�DGPLQLVWHUHG�4V\PLD�����PJ����PJ�DW�VWHDG\�VWDWH�DQG�WKHQ�WLWUDWHG�WR�4V\PLD������PJ�����PJ�DW� 
VWHDG\�VWDWH��4V\PLD������PJ�����PJ�>D�VXSUD�WKHUDSHXWLF�GRVH�UHVXOWLQJ�LQ�D�SKHQWHUPLQH�DQG�WRSLUDPDWH� 
PD[LPXP�FRQFHQWUDWLRQ��&PD[��RI����DQG����WLPHV�KLJKHU�WKDQ�WKRVH�DW�4V\PLD�����PJ����PJ��UHVSHFWLYHO\@�GLG� 
QRW�DIIHFW�FDUGLDF�UHSRODUL]DWLRQ�DV�PHDVXUHG�E\�WKH�FKDQJH�IURP�EDVHOLQH�LQ�47F�� 

*ORPHUXODU�)LOWUDWLRQ�5DWH��*)5�� 

+HDOWK\�REHVH�PHQ�DQG�ZRPHQ�UHFHLYHG�4V\PLD�GDLO\�IRU���ZHHNV�������PJ����PJ�RQ�'D\V���WR��������PJ���� 
PJ�RQ�'D\V���WR����������PJ����PJ�RQ�'D\V���WR����DQG����PJ����PJ�RQ�'D\V����WR������7KH�JORPHUXODU� 
ILOWUDWLRQ�UDWH��*)5��RI�WKHVH�SDUWLFLSDQWV�ZDV�DVVHVVHG�YLD�LRKH[RO�FOHDUDQFH��2Q�DYHUDJH��*)5�GHFUHDVHG� 
GXULQJ�4V\PLD�WUHDWPHQW�DQG�UHWXUQHG�WR�EDVHOLQH�ZLWKLQ���ZHHNV�DIWHU�GLVFRQWLQXLQJ�4V\PLD�[See :DUQLQJV� 
DQG�3UHFDXWLRQV������] 

12.3 Pharmacokinetics 

3KHQWHUPLQH� 

8SRQ�RUDO�DGPLQLVWUDWLRQ�RI�D�VLQJOH�4V\PLD����PJ����PJ��WKH�UHVXOWLQJ�PHDQ�SODVPD�SKHQWHUPLQH�PD[LPXP� 
FRQFHQWUDWLRQ��&PD[���WLPH�WR�&PD[��7PD[���DUHD�XQGHU�WKH�FRQFHQWUDWLRQ�FXUYH�IURP�WLPH�]HUR�WR�WKH�ODVW�WLPH�ZLWK� 
PHDVXUHDEOH�FRQFHQWUDWLRQ��$8&��W���DQG�DUHD�XQGHU�WKH�FRQFHQWUDWLRQ�FXUYH�IURP�WLPH�]HUR�WR�LQILQLW\��$8&��f�� 
DUH������QJ�P/����KU�������QJ�KU�P/��DQG������QJ�KU�P/��UHVSHFWLYHO\���$�KLJK�IDW�PHDO�GRHV�QRW�DIIHFW� 
SKHQWHUPLQH�SKDUPDFRNLQHWLFV�IRU�4V\PLD����PJ����PJ���3KHQWHUPLQH�SKDUPDFRNLQHWLFV�LV�DSSUR[LPDWHO\� 
GRVH�SURSRUWLRQDO�IURP�4V\PLD������PJ����PJ�WR�SKHQWHUPLQH����PJ�WRSLUDPDWH�����PJ���8SRQ�GRVLQJ� 
SKHQWHUPLQH�WRSLUDPDWH��������PJ�IL[HG�GRVH�FRPELQDWLRQ�FDSVXOH�WR�VWHDG\�VWDWH��WKH�PHDQ�SKHQWHUPLQH� 
DFFXPXODWLRQ�UDWLRV�IRU�$8&�DQG�&PD[�DUH�ERWK�DSSUR[LPDWHO\������ 

7RSLUDPDWH� 

8SRQ�RUDO�DGPLQLVWUDWLRQ�RI�D�VLQJOH�4V\PLD����PJ����PJ��WKH�UHVXOWLQJ�PHDQ�SODVPD�WRSLUDPDWH�&PD[��7PD[�� 
$8&��W��DQG�$8&��f��DUH������QJ�P/����KU��������QJ�KU�P/��DQG�������QJ�KU�P/��UHVSHFWLYHO\���$�KLJK�IDW� 
PHDO�GRHV�QRW�DIIHFW�WRSLUDPDWH�SKDUPDFRNLQHWLFV�IRU�4V\PLD����PJ����PJ���7RSLUDPDWH�SKDUPDFRNLQHWLFV�LV� 
DSSUR[LPDWHO\�GRVH�SURSRUWLRQDO�IURP�4V\PLD������PJ����PJ�WR�SKHQWHUPLQH����PJ�WRSLUDPDWH�����PJ���8SRQ� 
GRVLQJ�SKHQWHUPLQH����PJ�WRSLUDPDWH�����PJ�IL[HG�GRVH�FRPELQDWLRQ�FDSVXOH�WR�VWHDG\�VWDWH��WKH�PHDQ� 
WRSLUDPDWH�DFFXPXODWLRQ�UDWLRV�IRU�$8&�DQG�&PD[�DUH�ERWK�DSSUR[LPDWHO\������ 

'LVWULEXWLRQ� 

Phentermine 

3KHQWHUPLQH�LV�������SODVPD�SURWHLQ�ERXQG���7KH�HVWLPDWHG�SKHQWHUPLQH�DSSDUHQW�YROXPH�RI�GLVWULEXWLRQ� 
�9G�)��LV�����/�YLD�SRSXODWLRQ�SKDUPDFRNLQHWLF�DQDO\VLV�� 
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Topiramate 

7RSLUDPDWH�LV����������SODVPD�SURWHLQ�ERXQG�RYHU�WKH�EORRG�FRQFHQWUDWLRQ�UDQJH�RI�����WR�����PJ�P/���7KH� 
IUDFWLRQ�ERXQG�GHFUHDVHG�DV�EORRG�WRSLUDPDWH�LQFUHDVHG���7KH�HVWLPDWHG�WRSLUDPDWH�9F�)��YROXPH�RI�WKH�FHQWUDO� 
FRPSDUWPHQW���DQG�9S�)��YROXPH�RI�WKH�SHULSKHUDO�FRPSDUWPHQW��DUH������/��DQG������/��UHVSHFWLYHO\��YLD� 
SRSXODWLRQ�SKDUPDFRNLQHWLF�DQDO\VLV�� 

0HWDEROLVP�DQG�([FUHWLRQ�� 

Phentermine 

3KHQWHUPLQH�KDV�WZR�PHWDEROLF�SDWKZD\V��QDPHO\�S�K\GUR[\ODWLRQ�RQ�WKH�DURPDWLF�ULQJ�DQG�1�R[LGDWLRQ�RQ�WKH� 
DOLSKDWLF�VLGH�FKDLQ���&\WRFKURPH�3�����&<3���$��SULPDULO\�PHWDEROL]HV�SKHQWHUPLQH�EXW�GRHV�QRW�VKRZ� 
H[WHQVLYH�PHWDEROLVP���0RQRDPLQH�R[LGDVH��0$2��$�DQG�0$2�%�GR�QRW�PHWDEROL]H�SKHQWHUPLQH���6HYHQW\�WR� 
����RI�D�GRVH�H[LVWV�DV�XQFKDQJHG�SKHQWHUPLQH�LQ�XULQH�ZKHQ�DGPLQLVWHUHG�DORQH���7KH�PHDQ�SKHQWHUPLQH� 
WHUPLQDO�KDOI�OLIH�LV�DERXW����KRXUV���7KH�HVWLPDWHG�SKHQWHUPLQH�RUDO�FOHDUDQFH��&/�)��LV������/�K�YLD�SRSXODWLRQ� 
SKDUPDFRNLQHWLF�DQDO\VLV�� 

Topiramate 

7RSLUDPDWH�GRHV�QRW�VKRZ�H[WHQVLYH�PHWDEROLVP���6L[�WRSLUDPDWH�PHWDEROLWHV��YLD�K\GUR[\ODWLRQ��K\GURO\VLV�� 
DQG�JOXFXURQLGDWLRQ��H[LVW��QRQH�RI�ZKLFK�FRQVWLWXWHV�PRUH�WKDQ����RI�DQ�DGPLQLVWHUHG�GRVH���$ERXW�����RI�D� 
GRVH�H[LVWV�DV�XQFKDQJHG�WRSLUDPDWH�LQ�XULQH�ZKHQ�DGPLQLVWHUHG�DORQH���7KH�PHDQ�WRSLUDPDWH�WHUPLQDO�KDOI�OLIH� 
LV�DERXW����KRXUV���7KH�HVWLPDWHG�WRSLUDPDWH�&/�)�LV������/�K�YLD�SRSXODWLRQ�SKDUPDFRNLQHWLF�DQDO\VLV�� 

6SHFLILF�3RSXODWLRQV� 

Renal Impairment 

$�VLQJOH�GRVH��RSHQ�ODEHO�VWXG\�ZDV�FRQGXFWHG�WR�HYDOXDWH�WKH�SKDUPDFRNLQHWLFV�RI�4V\PLD����PJ����PJ�LQ� 
SDWLHQWV�ZLWK�YDU\LQJ�GHJUHHV�RI�FKURQLF�UHQDO�LPSDLUPHQW�FRPSDUHG�WR�KHDOWK\�YROXQWHHUV�ZLWK�QRUPDO�UHQDO� 
IXQFWLRQ���7KH�VWXG\�LQFOXGHG�SDWLHQWV�ZLWK�UHQDO�LPSDLUPHQW�FODVVLILHG�RQ�WKH�EDVLV�RI�FUHDWLQLQH�FOHDUDQFH�DV� 
PLOG��JUHDWHU�RU�HTXDO�WR����DQG�OHVV�WKDQ����P/�PLQ���PRGHUDWH��JUHDWHU�WKDQ�RU�HTXDO�WR����DQG�OHVV�WKDQ� 
���P/�PLQ���DQG�VHYHUH��OHVV�WKDQ����P/�PLQ����&UHDWLQLQH�FOHDUDQFH�ZDV�HVWLPDWHG�IURP�VHUXP�FUHDWLQLQH� 
EDVHG�RQ�WKH�&RFNFURIW�*DXOW�HTXDWLRQ�� 

&RPSDUHG�WR�KHDOWK\�YROXQWHHUV��SKHQWHUPLQH�$8&��LQI�ZDV�����������DQG�����KLJKHU�LQ�SDWLHQWV�ZLWK�VHYHUH�� 
PRGHUDWH��DQG�PLOG�UHQDO�LPSDLUPHQW��UHVSHFWLYHO\��SKHQWHUPLQH�&PD[�ZDV����WR�����KLJKHU���&RPSDUHG�WR� 
KHDOWK\�YROXQWHHUV��WRSLUDPDWH�$8&��LQI�ZDV������������DQG�����KLJKHU�IRU�SDWLHQWV�ZLWK�VHYHUH��PRGHUDWH�� 
DQG�PLOG�UHQDO�LPSDLUPHQW��UHVSHFWLYHO\��WRSLUDPDWH�&PD[�ZDV����WR�����KLJKHU���$Q�LQYHUVH�UHODWLRQVKLS� 
EHWZHHQ�SKHQWHUPLQH�RU�WRSLUDPDWH�&PD[�RU�$8&�DQG�FUHDWLQLQH�FOHDUDQFH�ZDV�REVHUYHG�� 

4V\PLD�KDV�QRW�EHHQ�VWXGLHG�LQ�SDWLHQWV�ZLWK�HQG�VWDJH�UHQDO�GLVHDVH�RQ�GLDO\VLV�[see Dosage and 
Administration (2.2), Warnings and Precautions (5.13), and Use in Specific Populations (8.7)]�� 

Hepatic Impairment 

$�VLQJOH�GRVH��RSHQ�ODEHO�VWXG\�ZDV�FRQGXFWHG�WR�HYDOXDWH�WKH�SKDUPDFRNLQHWLFV�RI�4V\PLD����PJ����PJ�LQ� 
KHDOWK\�YROXQWHHUV�ZLWK�QRUPDO�KHSDWLF�IXQFWLRQ�FRPSDUHG�ZLWK�SDWLHQWV�ZLWK�PLOG��&KLOG�3XJK�VFRUH��������DQG� 
PRGHUDWH��&KLOG�3XJK�VFRUH��������KHSDWLF�LPSDLUPHQW���,Q�SDWLHQWV�ZLWK�PLOG�DQG�PRGHUDWH�KHSDWLF�LPSDLUPHQW�� 
SKHQWHUPLQH�$8&�ZDV�����DQG�����KLJKHU�FRPSDUHG�WR�KHDOWK\�YROXQWHHUV���3KDUPDFRNLQHWLFV�RI�WRSLUDPDWH� 
ZDV�QRW�DIIHFWHG�LQ�SDWLHQWV�ZLWK�PLOG�DQG�PRGHUDWH�KHSDWLF�LPSDLUPHQW�ZKHQ�FRPSDUHG�ZLWK�KHDOWK\� 
YROXQWHHUV���4V\PLD�KDV�QRW�EHHQ�VWXGLHG�LQ�SDWLHQWV�ZLWK�VHYHUH�KHSDWLF�LPSDLUPHQW��&KLOG�3XJK�VFRUH���������� 
[see Dosage and Administration (2.3), Warnings and Precautions (5.14), and Use in Specific Populations 
(8.8)]���� 
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'UXJ�,QWHUDFWLRQV� 

In Vitro Assessment of Drug Interactions 

3KHQWHUPLQH� 
3KHQWHUPLQH�LV�QRW�DQ�LQKLELWRU�RI�&<3�LVR]\PHV�&<3�$���&<3�&���&<3�&����&<3�'���&<3�(���DQG� 
&<3�$���DQG�LV�QRW�DQ�LQKLELWRU�RI�PRQRDPLQH�R[LGDVHV���3KHQWHUPLQH�LV�QRW�DQ�LQGXFHU�RI�&<3�$���&<3�%��� 
DQG�&<3�$����3KHQWHUPLQH�LV�QRW�D�3�JO\FRSURWHLQ�VXEVWUDWH�� 

7RSLUDPDWH� 
7RSLUDPDWH�LV�QRW�DQ�LQKLELWRU�RI�&<3�LVR]\PHV�&<3�$���&<3�$���&<3�%���&<3�&���&<3�'���&<3�(��� 
DQG�&<3�$������+RZHYHU��WRSLUDPDWH�LV�D�PLOG�LQKLELWRU�RI�&<3�&�����7RSLUDPDWH�LV�D�PLOG�LQGXFHU�RI� 
&<3�$����7RSLUDPDWH�LV�QRW�D�3�JO\FRSURWHLQ�VXEVWUDWH�� 

Effects of Phentermine/Topiramate on Other Drugs 

Table 6. Effect of Phentermine/Topiramate on the Pharmacokinetics of Co-administered Drugs 

Phentermine/Topiramate 
Co-administered Drug and Dosing Regimen 

Drug and Dose (mg) Change in AUC Change in Cmax 

���PJ����PJ�GRVH�4'�IRU����GD\V� 0HWIRUPLQ�����PJ�%,'�IRU���GD\V� Ĺ����� Ĺ����� 

���PJ����PJ�GRVH�4'�IRU����GD\V� 6LWDJOLSWLQ�����PJ�4'�IRU���GD\V� Ļ���� Ļ���� 

���PJ����PJ�GRVH�4'�IRU����GD\V� 
2UDO�FRQWUDFHSWLYH�VLQJOH�GRVH� 

QRUHWKLQGURQH���PJ� 
HWKLQ\O�HVWUDGLRO����PFJ� 

� 
Ĺ����� 
Ļ����� 

� 
Ĺ����� 
Ļ���� 


$�VLQJOH�VWXG\�H[DPLQHG�WKH�HIIHFW�RI�PXOWLSOH�GRVH�4V\PLD����PJ����PJ�RQFH�GDLO\�RQ�WKH�SKDUPDFRNLQHWLFV�RI�PXOWLSOH�GRVH� 
����PJ�PHWIRUPLQ�WZLFH�GDLO\�DQG�PXOWLSOH�GRVH�����PJ�VLWDJOLSWLQ�RQFH�GDLO\�LQ����PHQ�DQG����ZRPHQ��PHDQ�%0,�RI� 
�����NJ�P��DQG�UDQJH�RI������±������NJ�P�����7KH�VWXG\�SDUWLFLSDQWV�UHFHLYHG�PHWIRUPLQ��VLWDJOLSWLQ��SKHQWHUPLQH�WRSLUDPDWH�RQO\�� 
SKHQWHUPLQH�WRSLUDPDWH�SOXV�SUREHQHFLG��SKHQWHUPLQH�WRSLUDPDWH�SOXV�PHWIRUPLQ��DQG�SKHQWHUPLQH�WRSLUDPDWH�SOXV�VLWDJOLSWLQ�RQ� 
'D\V���±������±��������±������������±�����DQG����±�����UHVSHFWLYHO\�� 

Effect of Other Drugs on Phentermine/Topiramate 

Table 7. Effect of Co-administered Drugs on the Pharmacokinetics of Phentermine/Topiramate 

Co-administered Drug and Dosing 
Regimen 

Phentermine/Topiramate 
Dose (mg) Change in AUC Change in Cmax 

7RSLUDPDWH����PJ�VLQJOH�GRVH� ���PJ�SKHQWHUPLQH�VLQJOH�GRVH� Ĺ����� Ĺ����� 
3KHQWHUPLQH����PJ�VLQJOH�GRVH� ���PJ�WRSLUDPDWH�VLQJOH�GRVH� Ĺ����  Ĺ����  


0HWIRUPLQ�����PJ�%,'�IRU���GD\V� 
���PJ����PJ�GRVH�4'�IRU����GD\V� 

SKHQWHUPLQH� 
WRSLUDPDWH� 

� 
Ĺ���� 
Ļ���� 

� 
Ĺ���� 
Ļ���� 


6LWDJOLSWLQ�����PJ�4'�IRU���GD\V� 
���PJ����PJ�GRVH�4'�IRU����GD\V� 

SKHQWHUPLQH� 
WRSLUDPDWH� 

� 
Ĺ���� 
Ļ���� 

� 
Ĺ����� 
Ļ���� 


3UREHQHFLG���J�4'� 
���PJ����PJ�GRVH�4'�IRU����GD\V� 

SKHQWHUPLQH� 
WRSLUDPDWH� 

� 
Ļ������ 
Ĺ������ 

� 
Ĺ���� 
Ĺ���� 


7KH�VDPH�VLQJOH�VWXG\�H[DPLQHG�WKH�HIIHFW�RI�PXOWLSOH�GRVH�����PJ�PHWIRUPLQ�WZLFH�GDLO\��D�VLQJOH�GRVH���J�SUREHQHFLG��DQG� 
PXOWLSOH�GRVH�����PJ�VLWDJOLSWLQ�RQFH�GDLO\�RQ�WKH�SKDUPDFRNLQHWLFV�RI�PXOWLSOH�GRVH�SKHQWHUPLQH�WRSLUDPDWH����PJ����PJ� 
RQFH�GDLO\�LQ����PHQ�DQG����ZRPHQ��PHDQ�%0,�RI������NJ�P��DQG�UDQJH�RI������±������NJ�P�����7KH�VWXG\�SDUWLFLSDQWV�UHFHLYHG� 
PHWIRUPLQ��VLWDJOLSWLQ��SKHQWHUPLQH�WRSLUDPDWH�RQO\��SKHQWHUPLQH�WRSLUDPDWH�SOXV�SUREHQHFLG��SKHQWHUPLQH�WRSLUDPDWH�SOXV� 
PHWIRUPLQ��DQG�SKHQWHUPLQH�WRSLUDPDWH�SOXV�VLWDJOLSWLQ�RQ�'D\V���±�������±��������±������������±�����DQG����±�����UHVSHFWLYHO\�� 
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Effects of Topiramate Alone on Other Drugs and Effects of Other Drugs on Topiramate 

$QWLHSLOHSWLF�'UXJV� 
3RWHQWLDO�LQWHUDFWLRQV�EHWZHHQ�WRSLUDPDWH�DQG�VWDQGDUG�DQWLHSLOHSWLF��$('��GUXJV�ZHUH�DVVHVVHG�LQ�FRQWUROOHG� 
FOLQLFDO�SKDUPDFRNLQHWLF�VWXGLHV�LQ�SDWLHQWV�ZLWK�HSLOHSV\���7KH�HIIHFWV�RI�WKHVH�LQWHUDFWLRQV�RQ�PHDQ�SODVPD� 
$8&V�DUH�VXPPDUL]HG�LQ�7DEOH����� 

,Q�7DEOH����WKH�VHFRQG�FROXPQ��$('�FRQFHQWUDWLRQ��GHVFULEHV�ZKDW�KDSSHQV�WR�WKH�FRQFHQWUDWLRQ�RI�WKH�$('� 
OLVWHG�LQ�WKH�ILUVW�FROXPQ�ZKHQ�WRSLUDPDWH�LV�DGGHG���7KH�WKLUG�FROXPQ��WRSLUDPDWH�FRQFHQWUDWLRQ��GHVFULEHV�KRZ� 
WKH�FR�DGPLQLVWUDWLRQ�RI�D�GUXJ�OLVWHG�LQ�WKH�ILUVW�FROXPQ�PRGLILHV�WKH�FRQFHQWUDWLRQ�RI�WRSLUDPDWH�LQ� � 
H[SHULPHQWDO�VHWWLQJV�ZKHQ�WRSLUDPDWH ZDV�JLYHQ�DORQH�� 

Table 8. Summary of AED Interactions with Topiramate 
AED 

Co-administered 
AED 

Concentration 
Topiramate 

Concentration 
3KHQ\WRLQ� 1&�RU�����LQFUHDVHD� ����GHFUHDVH� 
&DUEDPD]HSLQH��&%=�� 1&� ����GHFUHDVH� 
&%=�HSR[LGHE�  1&�  1(�  
9DOSURLF�DFLG� ����GHFUHDVH� ����GHFUHDVH� 
3KHQREDUELWDO� 1&� 1(� 
3ULPLGRQH� 1&� 1(� 
/DPRWULJLQH� 1&�DW�730�GRVHV�XS�WR�����PJ�GD\� ����GHFUHDVH� 

D��3ODVPD�FRQFHQWUDWLRQ�LQFUHDVHG�����LQ�VRPH�SDWLHQWV��JHQHUDOO\�WKRVH�RQ�D�WZLFH�D�GD\�GRVLQJ�UHJLPHQ�RI�SKHQ\WRLQ��
E��,V�QRW�DGPLQLVWHUHG�EXW�LV�DQ�DFWLYH�PHWDEROLWH�RI�FDUEDPD]HSLQH�� 
1&� �/HVV�WKDQ�����FKDQJH�LQ�SODVPD�FRQFHQWUDWLRQ��1(� �1RW�(YDOXDWHG��730� �WRSLUDPDWH� 

� 
'LJR[LQ� 
,Q�D�VLQJOH�GRVH�VWXG\��VHUXP�GLJR[LQ�$8&�ZDV�GHFUHDVHG�E\�����ZLWK�FRQFRPLWDQW�WRSLUDPDWH�DGPLQLVWUDWLRQ��� 
7KH�FOLQLFDO�UHOHYDQFH�RI�WKLV�REVHUYDWLRQ�KDV�QRW�EHHQ�HVWDEOLVKHG� 

+\GURFKORURWKLD]LGH� 
$�GUXJ�GUXJ�LQWHUDFWLRQ�VWXG\�FRQGXFWHG�LQ�KHDOWK\�YROXQWHHUV�HYDOXDWHG�WKH�VWHDG\�VWDWH�SKDUPDFRNLQHWLFV�RI� 
K\GURFKORURWKLD]LGH��+&7=������PJ�T��K��DQG�WRSLUDPDWH�����PJ�T��K��ZKHQ�DGPLQLVWHUHG�DORQH�DQG� 
FRQFRPLWDQWO\���7KH�UHVXOWV�RI�WKLV�VWXG\�LQGLFDWH�WKDW�WRSLUDPDWH�&PD[�LQFUHDVHG�E\�����DQG�$8&�LQFUHDVHG�E\� 
����ZKHQ�+&7=�ZDV�DGGHG�WR�WRSLUDPDWH���7KH�FOLQLFDO�VLJQLILFDQFH�RI�WKLV�FKDQJH�LV�XQNQRZQ���7KH�VWHDG\� 
VWDWH�SKDUPDFRNLQHWLFV�RI�+&7=�ZHUH�QRW�VLJQLILFDQWO\�LQIOXHQFHG�E\�WKH�FRQFRPLWDQW�DGPLQLVWUDWLRQ�RI� 
WRSLUDPDWH���&OLQLFDO�ODERUDWRU\�UHVXOWV�LQGLFDWHG�GHFUHDVHV�LQ�VHUXP�SRWDVVLXP�DIWHU�WRSLUDPDWH�RU�+&7=� 
DGPLQLVWUDWLRQ��ZKLFK�ZHUH�JUHDWHU�ZKHQ�+&7=�DQG�WRSLUDPDWH�ZHUH�DGPLQLVWHUHG�LQ�FRPELQDWLRQ� 

3LRJOLWD]RQH� 
$�GUXJ�GUXJ�LQWHUDFWLRQ�VWXG\�FRQGXFWHG�LQ�KHDOWK\�YROXQWHHUV�HYDOXDWHG�WKH�VWHDG\�VWDWH�SKDUPDFRNLQHWLFV�RI� 
WRSLUDPDWH�����PJ�WZLFH�GDLO\��DQG�SLRJOLWD]RQH�����PJ�GDLO\��ZKHQ�DGPLQLVWHUHG�DORQH�DQG�FRQFRPLWDQWO\�IRU� 
��GD\V���$�����GHFUHDVH�LQ�WKH�DUHD�XQGHU�WKH�FRQFHQWUDWLRQ�WLPH�FXUYH�GXULQJ�D�GRVDJH�LQWHUYDO�DW�VWHDG\�VWDWH� 
�$8&Ĳ�VV��RI�SLRJOLWD]RQH�ZLWK�QR�DOWHUDWLRQ�LQ�PD[LPXP�VWHDG\�VWDWH�SODVPD�GUXJ�FRQFHQWUDWLRQ�GXULQJ�D� 
GRVDJH�LQWHUYDO��&PD[�VV��ZDV�REVHUYHG���7KLV�ILQGLQJ�ZDV�QRW�VWDWLVWLFDOO\�VLJQLILFDQW���,Q�DGGLWLRQ��D�����DQG� 
����GHFUHDVH�LQ�&PD[�VV�DQG�$8&Ĳ�VV�UHVSHFWLYHO\��RI�WKH�DFWLYH�K\GUR[\�PHWDEROLWH�ZDV�QRWHG�DV�ZHOO�DV�D����� 
GHFUHDVH�LQ�&PD[�VV�DQG�$8&Ĳ�VV�RI�WKH�DFWLYH�NHWR�PHWDEROLWH���7KH�FOLQLFDO�VLJQLILFDQFH�RI�WKHVH�ILQGLQJV�LV�QRW� 
NQRZQ��� 

*O\EXULGH� 
$�GUXJ�GUXJ�LQWHUDFWLRQ�VWXG\�FRQGXFWHG�LQ�SDWLHQWV�ZLWK�W\SH���GLDEHWHV�HYDOXDWHG�WKH�VWHDG\�VWDWH� 
SKDUPDFRNLQHWLFV�RI�JO\EXULGH����PJ�GD\��DORQH�DQG�FRQFRPLWDQWO\�ZLWK�WRSLUDPDWH������PJ�GD\����7KHUH�ZDV�D� 
����GHFUHDVH�LQ�&PD[�DQG�D�����UHGXFWLRQ�LQ�$8&���IRU�JO\EXULGH�GXULQJ�WRSLUDPDWH�DGPLQLVWUDWLRQ���6\VWHPLF� 
H[SRVXUH��$8&��RI�WKH�DFWLYH�PHWDEROLWHV����trans�K\GUR[\JO\EXULGH��0����DQG���cis�K\GUR[\JO\EXULGH��0���� 
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ZDV�UHGXFHG�E\�����DQG������DQG�&PD[�ZDV�UHGXFHG�E\�����DQG������UHVSHFWLYHO\���7KH�VWHDG\�VWDWH� 
SKDUPDFRNLQHWLFV�RI�WRSLUDPDWH�ZHUH�XQDIIHFWHG�E\�FRQFRPLWDQW�DGPLQLVWUDWLRQ�RI�JO\EXULGH�� 

/LWKLXP� 
,Q�SDWLHQWV��WKH�SKDUPDFRNLQHWLFV�RI�OLWKLXP�ZHUH�XQDIIHFWHG�GXULQJ�WUHDWPHQW�ZLWK�WRSLUDPDWH�DW�GRVHV�RI����� 
PJ�GD\��KRZHYHU��WKHUH�ZDV�DQ�REVHUYHG�LQFUHDVH�LQ�V\VWHPLF�H[SRVXUH�RI�OLWKLXP������IRU�&PD[�DQG�����IRU� 
$8&��IROORZLQJ�WRSLUDPDWH�GRVHV�XS�WR�����PJ�GD\���/LWKLXP�OHYHOV�VKRXOG�EH�PRQLWRUHG�ZKHQ�FR�DGPLQLVWHUHG� 
ZLWK�KLJK�GRVH�WRSLUDPDWH�� 

+DORSHULGRO� 
7KH�SKDUPDFRNLQHWLFV�RI�D�VLQJOH�GRVH�RI�KDORSHULGRO����PJ��ZHUH�QRW�DIIHFWHG�IROORZLQJ�PXOWLSOH�GRVLQJ�RI� 
WRSLUDPDWH������PJ�HYHU\����KRXUV��LQ����KHDOWK\�DGXOWV����PDOHV����IHPDOHV��� 

$PLWULSW\OLQH 
7KHUH�ZDV�D�����LQFUHDVH�LQ�$8&�DQG�&PD[�IRU�DPLWULSW\OLQH�����PJ�SHU�GD\��LQ����QRUPDO�VXEMHFWV����PDOHV���� 
IHPDOHV��UHFHLYLQJ�����PJ�GD\�RI�WRSLUDPDWH���6RPH�VXEMHFWV�PD\�H[SHULHQFH�D�ODUJH�LQFUHDVH�LQ�DPLWULSW\OLQH� 
FRQFHQWUDWLRQ�LQ�WKH�SUHVHQFH�RI�WRSLUDPDWH�DQG�DQ\�DGMXVWPHQWV�LQ�DPLWULSW\OLQH�GRVH�VKRXOG�EH�PDGH�DFFRUGLQJ� 
WR�WKH�SDWLHQW
 V�FOLQLFDO�UHVSRQVH�DQG�QRW�RQ�WKH�EDVLV�RI�SODVPD�OHYHOV��� 

6XPDWULSWDQ 
0XOWLSOH�GRVLQJ�RI�WRSLUDPDWH������PJ�HYHU\����KUV��LQ����KHDOWK\�YROXQWHHUV�����PDOHV�����IHPDOHV��GLG�QRW� 
DIIHFW�WKH�SKDUPDFRNLQHWLFV�RI�VLQJOH�GRVH�VXPDWULSWDQ�HLWKHU�RUDOO\������PJ��RU�VXEFXWDQHRXVO\����PJ��� 

5LVSHULGRQH 
:KHQ�DGPLQLVWHUHG�FRQFRPLWDQWO\�ZLWK�WRSLUDPDWH�DW�HVFDODWLQJ�GRVHV�RI�����������DQG�����PJ�GD\��WKHUH�ZDV�D� 
UHGXFWLRQ�LQ�ULVSHULGRQH�V\VWHPLF�H[SRVXUH������DQG�����IRU�VWHDG\�VWDWH�$8&�DW�WKH�����DQG�����PJ�GD\� 
GRVHV�RI�WRSLUDPDWH����1R�DOWHUDWLRQV�RI���K\GUR[\ULVSHULGRQH�OHYHOV�ZHUH�REVHUYHG���&R�DGPLQLVWUDWLRQ�RI� 
WRSLUDPDWH�����PJ�GD\�ZLWK�ULVSHULGRQH�UHVXOWHG�LQ�D�����LQFUHDVH�LQ�&PD[�DQG�D�����LQFUHDVH�LQ�$8&���RI� 
WRSLUDPDWH���7KHUH�ZHUH�QR�FOLQLFDOO\�VLJQLILFDQW�FKDQJHV�LQ�WKH�V\VWHPLF�H[SRVXUH�RI�ULVSHULGRQH�SOXV� 
��K\GUR[\ULVSHULGRQH�RU�RI�WRSLUDPDWH��WKHUHIRUH��WKLV�LQWHUDFWLRQ�LV�QRW�OLNHO\�WR�EH�RI�FOLQLFDO�VLJQLILFDQFH�� 

3URSUDQRORO 
0XOWLSOH�GRVLQJ�RI�WRSLUDPDWH������PJ�GD\��LQ����KHDOWK\�YROXQWHHUV�����PDOHV�����IHPDOHV��GLG�QRW�DIIHFW�WKH� 
SKDUPDFRNLQHWLFV�RI�SURSUDQRORO�IROORZLQJ�GDLO\�����PJ�GRVHV���3URSUDQRORO�GRVHV�RI�����PJ�GD\�LQ���� 
YROXQWHHUV�����PDOHV�����IHPDOHV��KDG�QR�HIIHFW�RQ�WKH�H[SRVXUH�WR�WRSLUDPDWH��DW�D�GRVH�RI�����PJ�GD\�RI� 
WRSLUDPDWH�� 

'LK\GURHUJRWDPLQH 
0XOWLSOH�GRVLQJ�RI�WRSLUDPDWH������PJ�GD\��LQ����KHDOWK\�YROXQWHHUV�����PDOHV�����IHPDOHV��GLG�QRW�DIIHFW�WKH� 
SKDUPDFRNLQHWLFV�RI�D���PJ�VXEFXWDQHRXV�GRVH�RI�GLK\GURHUJRWDPLQH���6LPLODUO\��D���PJ�VXEFXWDQHRXV�GRVH�RI� 
GLK\GURHUJRWDPLQH�GLG�QRW�DIIHFW�WKH�SKDUPDFRNLQHWLFV�RI�D�����PJ�GD\�GRVH�RI�WRSLUDPDWH�LQ�WKH�VDPH�VWXG\�� 

'LOWLD]HP 
&R�DGPLQLVWUDWLRQ�RI�GLOWLD]HP������PJ�&DUGL]HP�&' � ��ZLWK�WRSLUDPDWH������PJ�GD\��UHVXOWHG�LQ�D����� 
GHFUHDVH�LQ�&PD[�DQG�D�����GHFUHDVH�LQ�GLOWLD]HP�$8&��D�����GHFUHDVH�LQ�&PD[�DQG�DQ�����GHFUHDVH�LQ�GHV� 
DFHW\O�GLOWLD]HP�$8&��DQG�QR�HIIHFW�RQ�1�GHVPHWK\O�GLOWLD]HP���&R�DGPLQLVWUDWLRQ�RI�WRSLUDPDWH�ZLWK�GLOWLD]HP� 
UHVXOWHG�LQ�D�����LQFUHDVH�LQ�&PD[�DQG�D�����LQFUHDVH�LQ�$8&���RI�WRSLUDPDWH�� 

9HQODID[LQH 
0XOWLSOH�GRVLQJ�RI�WRSLUDPDWH������PJ�GD\��LQ�KHDOWK\�YROXQWHHUV�GLG�QRW�DIIHFW�WKH�SKDUPDFRNLQHWLFV�RI� 
YHQODID[LQH�RU�2�GHVPHWK\O�YHQODID[LQH���0XOWLSOH�GRVLQJ�RI�YHQODID[LQH������PJ�H[WHQGHG�UHOHDVH��GLG�QRW� 
DIIHFW�WKH�SKDUPDFRNLQHWLFV�RI�WRSLUDPDWH�� 
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13 NONCLINICAL TOXICOLOGY 

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 

3KHQWHUPLQH�7RSLUDPDWH� 

1R�DQLPDO�VWXGLHV�KDYH�EHHQ�FRQGXFWHG�ZLWK�SKHQWHUPLQH�WRSLUDPDWH��WKH�FRPELQHG�SURGXFWV�LQ�4V\PLD��WR� 
HYDOXDWH�FDUFLQRJHQHVLV��PXWDJHQHVLV��RU�LPSDLUPHQW�RI�IHUWLOLW\���7KH�IROORZLQJ�GDWD�DUH�EDVHG�RQ�ILQGLQJV�LQ� 
VWXGLHV�SHUIRUPHG�LQGLYLGXDOO\�ZLWK�SKHQWHUPLQH�RU�WRSLUDPDWH��4V\PLD¶V�WZR�DFWLYH�LQJUHGLHQWV�� 

3KHQWHUPLQH� 

3KHQWHUPLQH�ZDV�QRW�PXWDJHQLF�RU�FODVWRJHQLF�ZLWK�RU�ZLWKRXW�PHWDEROLF�DFWLYDWLRQ�LQ�WKH�$PHV�EDFWHULDO� 
PXWDJHQLFLW\�DVVD\��D�FKURPRVRPDO�DEHUUDWLRQ�WHVW�LQ�&KLQHVH�KDPVWHU�OXQJ��&+/�.���FHOOV��RU�DQ�in vivo� 
PLFURQXFOHXV�DVVD\�� 

5DWV�ZHUH�DGPLQLVWHUHG�RUDO�GRVHV�RI��������DQG����PJ�NJ�GD\�SKHQWHUPLQH�IRU���\HDUV���7KHUH�ZDV�QR�HYLGHQFH� 
RI�FDUFLQRJHQLFLW\�DW�WKH�KLJKHVW�GRVH�RI�SKHQWHUPLQH�����PJ�NJ��ZKLFK�LV�DSSUR[LPDWHO\����WR����WLPHV�WKH� 
PD[LPXP�UHFRPPHQGHG�FOLQLFDO�GRVH�RI�4V\PLD����PJ����PJ�EDVHG�RQ�$8&�H[SRVXUH�� 

1R�DQLPDO�VWXGLHV�KDYH�EHHQ�FRQGXFWHG�ZLWK�SKHQWHUPLQH�WR�GHWHUPLQH�WKH�SRWHQWLDO�IRU�LPSDLUPHQW�RI�IHUWLOLW\�� 

7RSLUDPDWH� 

7RSLUDPDWH�GLG�QRW�GHPRQVWUDWH�JHQRWR[LF�SRWHQWLDO�ZKHQ�WHVWHG�LQ�D�EDWWHU\�RI�in vitro�DQG�in vivo�DVVD\V��� 
7RSLUDPDWH�ZDV�QRW�PXWDJHQLF�LQ�WKH�$PHV�WHVW�RU�WKH�in vitro�PRXVH�O\PSKRPD�DVVD\��LW�GLG�QRW�LQFUHDVH� 
XQVFKHGXOHG�'1$�V\QWKHVLV�LQ�UDW�KHSDWRF\WHV�in vitro��DQG�LW�GLG�QRW�LQFUHDVH�FKURPRVRPDO�DEHUUDWLRQV�LQ� 
KXPDQ�O\PSKRF\WHV�in vitro�RU�LQ�UDW�ERQH�PDUURZ�in vivo�� 

$Q�LQFUHDVH�LQ�XULQDU\�EODGGHU�WXPRUV�ZDV�REVHUYHG�LQ�PLFH�JLYHQ�WRSLUDPDWH����������DQG�����PJ�NJ��LQ�WKH� 
GLHW�IRU����PRQWKV���7KH�HOHYDWHG�EODGGHU�WXPRU�LQFLGHQFH��ZKLFK�ZDV�VWDWLVWLFDOO\�VLJQLILFDQW�LQ�PDOHV�DQG� 
IHPDOHV�UHFHLYLQJ�����PJ�NJ��ZDV�SULPDULO\�GXH�WR�WKH�LQFUHDVHG�RFFXUUHQFH�RI�D�VPRRWK�PXVFOH�WXPRU� 
FRQVLGHUHG�KLVWRPRUSKRORJLFDOO\�XQLTXH�WR�PLFH���3ODVPD�H[SRVXUHV�LQ�PLFH�UHFHLYLQJ�����PJ�NJ�ZHUH� 
DSSUR[LPDWHO\���WR���WLPHV�VWHDG\�VWDWH�H[SRVXUHV�PHDVXUHG�LQ�SDWLHQWV�UHFHLYLQJ�WRSLUDPDWH�PRQRWKHUDS\�DW�WKH� 
05+'�RI�4V\PLD����PJ����PJ���7KH�UHOHYDQFH�RI�WKLV�ILQGLQJ�WR�KXPDQ�FDUFLQRJHQLF�ULVN�LV�XQFHUWDLQ���1R� 
HYLGHQFH�RI�FDUFLQRJHQLFLW\�ZDV�VHHQ�LQ�UDWV�IROORZLQJ�RUDO�DGPLQLVWUDWLRQ�RI�WRSLUDPDWH�IRU���\HDUV�DW�GRVHV�XS� 
WR�����PJ�NJ��DSSUR[LPDWHO\���WR����WLPHV�WKH�05+'�RI�4V\PLD�EDVHG�RQ�$8&�HVWLPDWHV��� 

1R�DGYHUVH�HIIHFWV�RQ�PDOH�RU�IHPDOH�IHUWLOLW\�ZHUH�REVHUYHG�LQ�UDWV�DW�GRVHV�XS�WR�����PJ�NJ�RU�DSSUR[LPDWHO\� 
��WR���WLPHV�PDOH�DQG�IHPDOH�05+'�H[SRVXUHV�RI�4V\PLD�EDVHG�RQ�$8&�� 

13.3 Reproductive and Developmental Toxicology 

7RSLUDPDWH� 

7RSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��FDXVHV�GHYHORSPHQWDO�WR[LFLW\��LQFOXGLQJ�WHUDWRJHQLFLW\��LQ�PXOWLSOH� 
DQLPDO�VSHFLHV�DW�FOLQLFDOO\�UHOHYDQW�GRVHV�� 

:KHQ�RUDO�GRVHV�RI����������RU�����PJ�NJ�ZHUH�DGPLQLVWHUHG�WR�SUHJQDQW�PLFH�GXULQJ�WKH�SHULRG�RI� 
RUJDQRJHQHVLV��WKH�LQFLGHQFH�RI�IHWDO�PDOIRUPDWLRQV��SULPDULO\�FUDQLRIDFLDO�GHIHFWV��ZDV�LQFUHDVHG�DW�DOO�GRVHV��� 
7KH�ORZ�GRVH�RI�WRSLUDPDWH�LQ�WKLV�VWXG\�����PJ�NJ��LV�DSSUR[LPDWHO\���WLPHV�WKH�05+'�RI�WRSLUDPDWH�LQ� 
4V\PLD����PJ����PJ�RQ�D�PJ�P��EDVLV���)HWDO�ERG\�ZHLJKWV�DQG�VNHOHWDO�RVVLILFDWLRQ�ZHUH�UHGXFHG�DW� 
����PJ�NJ�LQ�FRQMXQFWLRQ�ZLWK�GHFUHDVHG�PDWHUQDO�ERG\�ZHLJKW�JDLQ��� 

,Q�UDW�VWXGLHV��RUDO�GRVHV�RI����������DQG�����PJ�NJ�RU���������������DQG�����PJ�NJ���WKH�IUHTXHQF\�RI�OLPE� 
PDOIRUPDWLRQV��HFWURGDFW\O\��PLFURPHOLD��DQG�DPHOLD��ZDV�LQFUHDVHG�DPRQJ�WKH�RIIVSULQJ�RI�GDPV�WUHDWHG�ZLWK� 
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����PJ�NJ�����WLPHV�WKH�05+'�RI�4V\PLD�EDVHG�RQ�$8&�HVWLPDWHV��RU�JUHDWHU�GXULQJ�WKH�RUJDQRJHQHVLV� 
SHULRG�RI�SUHJQDQF\���(PEU\RWR[LFLW\��UHGXFHG�IHWDO�ERG\�ZHLJKWV��LQFUHDVHG�LQFLGHQFH�RI�VWUXFWXUDO�YDULDWLRQV�� 
ZDV�REVHUYHG�DW�GRVHV�DV�ORZ�DV����PJ�NJ����WLPHV�WKH�05+'�RI�4V\PLD�EDVHG�RQ�HVWLPDWHG�$8&����&OLQLFDO� 
VLJQV�RI�PDWHUQDO�WR[LFLW\�ZHUH�VHHQ�DW�����PJ�NJ�DQG�DERYH��DQG�PDWHUQDO�ERG\�ZHLJKW�JDLQ�ZDV�UHGXFHG� 
GXULQJ�WUHDWPHQW�ZLWK�����PJ�NJ�RU�JUHDWHU�� 

,Q�UDEELW�VWXGLHV����������DQG�����PJ�NJ�RU���������DQG�����PJ�NJ�RUDOO\�GXULQJ�RUJDQRJHQHVLV���HPEU\R�IHWDO� 
PRUWDOLW\�ZDV�LQFUHDVHG�DW����PJ�NJ����WLPHV�WKH�05+'�EDVHG�RQ�HVWLPDWHG�$8&��RU�JUHDWHU��DQG�WHUDWRJHQLF� 
HIIHFWV��SULPDULO\�ULE�DQG�YHUWHEUDO�PDOIRUPDWLRQV��ZHUH�REVHUYHG�DW�����PJ�NJ����WLPHV�WKH�05+'�RI�4V\PLD� 
EDVHG�RQ�HVWLPDWHG�$8&����(YLGHQFH�RI�PDWHUQDO�WR[LFLW\��GHFUHDVHG�ERG\�ZHLJKW�JDLQ��FOLQLFDO�VLJQV��DQG�RU� 
PRUWDOLW\��ZDV�VHHQ�DW����PJ�NJ�DQG�DERYH�� 

:KHQ�IHPDOH�UDWV�ZHUH�WUHDWHG�GXULQJ�WKH�ODWWHU�SDUW�RI�JHVWDWLRQ�DQG�WKURXJKRXW�ODFWDWLRQ��������������DQG� 
����PJ�NJ�RU��������DQG�����PJ�NJ���RIIVSULQJ�H[KLELWHG�GHFUHDVHG�YLDELOLW\�DQG�GHOD\HG�SK\VLFDO�GHYHORSPHQW� 
DW�����PJ�NJ�����WLPHV�WKH�05+'�RI�4V\PLD�EDVHG�RQ�HVWLPDWHG�$8&��DQG�UHGXFWLRQV�LQ�SUH�DQG�RU� 
SRVW�ZHDQLQJ�ERG\�ZHLJKW�JDLQ�DW���PJ�NJ����WLPHV�WKH�05+'�RI�4V\PLD�EDVHG�RQ�HVWLPDWHG�$8&��DQG�DERYH��� 
0DWHUQDO�WR[LFLW\��GHFUHDVHG�ERG\�ZHLJKW�JDLQ��FOLQLFDO�VLJQV��ZDV�HYLGHQW�DW�����PJ�NJ�RU�JUHDWHU�� 

,Q�D�UDW�HPEU\R�IHWDO�GHYHORSPHQW�VWXG\�ZLWK�D�SRVWQDWDO�FRPSRQHQW����������������RU�����PJ�NJ�GXULQJ� 
RUJDQRJHQHVLV��QRWHG�DERYH���SXSV�H[KLELWHG�GHOD\HG�SK\VLFDO�GHYHORSPHQW�DW�����PJ�NJ�����WLPHV�WKH�05+'� 
RI�4V\PLD�EDVHG�RQ�HVWLPDWHG�$8&��DQG�SHUVLVWHQW�UHGXFWLRQV�LQ�ERG\�ZHLJKW�JDLQ�DW����PJ�NJ����WLPHV�WKH� 
05+'�RI�4V\PLD�EDVHG�RQ�HVWLPDWHG�$8&��DQG�KLJKHU�� 

14 CLINICAL STUDIES  

7KH�HIIHFW�RI�4V\PLD�RQ�ZHLJKW�ORVV�LQ�FRQMXQFWLRQ�ZLWK�UHGXFHG�FDORULF�LQWDNH�DQG�LQFUHDVHG�SK\VLFDO�DFWLYLW\� 
ZDV�VWXGLHG�LQ���UDQGRPL]HG��GRXEOH�EOLQG��SODFHER�FRQWUROOHG�VWXGLHV�LQ�REHVH�SDWLHQWV��6WXG\����DQG�LQ�REHVH� 
DQG�RYHUZHLJKW�SDWLHQWV�ZLWK�WZR�RU�PRUH�VLJQLILFDQW�FR�PRUELGLWLHV��6WXG\������%RWK�VWXGLHV�KDG�D���ZHHN� 
WLWUDWLRQ�SHULRG��IROORZHG�E\����ZHHNV�RI�WUHDWPHQW���7KHUH�ZHUH���FR�SULPDU\�HIILFDF\�RXWFRPHV�PHDVXUHG�DIWHU� 
��\HDU�RI�WUHDWPHQW��:HHN���������WKH�SHUFHQW�ZHLJKW�ORVV�IURP�EDVHOLQH��DQG����WUHDWPHQW�UHVSRQVH�GHILQHG�DV� 
DFKLHYLQJ�DW�OHDVW����ZHLJKW�ORVV�IURP�EDVHOLQH�� 
� 
,Q�6WXG\����REHVH�SDWLHQWV��%0,�JUHDWHU�WKDQ�RU�HTXDO�WR����NJ�P���ZHUH�UDQGRPL]HG�WR�UHFHLYH���\HDU�RI� 
WUHDWPHQW�ZLWK�SODFHER��1 ������4V\PLD������PJ����PJ��1 ������RU�4V\PLD����PJ����PJ��1 �����LQ�D������� 
UDWLR���3DWLHQWV�UDQJHG�LQ�DJH�IURP�������\HDUV�ROG��PHDQ�DJH�����DQG�����ZHUH�IHPDOH���$SSUR[LPDWHO\����� 
ZHUH�&DXFDVLDQ������ZHUH�$IULFDQ�$PHULFDQ��DQG�����ZHUH�+LVSDQLF�/DWLQR���$W�WKH�EHJLQQLQJ�RI�WKH�VWXG\� 
WKH�DYHUDJH�ZHLJKW�DQG�%0,�RI�SDWLHQWV�ZDV�����NJ�DQG����NJ�P���UHVSHFWLYHO\���3DWLHQWV�ZLWK�W\SH���GLDEHWHV� 
ZHUH�H[FOXGHG�IURP�SDUWLFLSDWLQJ�LQ�6WXG\�����'XULQJ�WKH�VWXG\��D�ZHOO�EDODQFHG��UHGXFHG�FDORULH�GLHW�WR�UHVXOW�LQ� 
DQ�DSSUR[LPDWH�����NFDO�GD\�GHFUHDVH�LQ�FDORULF�LQWDNH�ZDV�UHFRPPHQGHG�WR�DOO�SDWLHQWV�DQG�SDWLHQWV�ZHUH� 
RIIHUHG�QXWULWLRQDO�DQG�OLIHVW\OH�PRGLILFDWLRQ�FRXQVHOLQJ�� 
� 
,Q�6WXG\����RYHUZHLJKW�DQG�REHVH�SDWLHQWV�ZHUH�UDQGRPL]HG�WR�UHFHLYH���\HDU�RI�WUHDWPHQW�ZLWK�SODFHER� 
�1 ������4V\PLD�����PJ����PJ��1 ������RU�4V\PLD����PJ����PJ��1 �����LQ�D�������UDWLR���(OLJLEOH�SDWLHQWV� 
KDG�WR�KDYH�D�%0,�JUHDWHU�WKDQ�RU�HTXDO�WR����NJ�P��DQG�OHVV�WKDQ�RU�HTXDO�WR����NJ�P���QR�ORZHU�OLPLW�RQ�%0,� 
IRU�SDWLHQWV�ZLWK�W\SH���GLDEHWHV��DQG�WZR�RU�PRUH�RI�WKH�IROORZLQJ�REHVLW\�UHODWHG�FR�PRUELG�FRQGLWLRQV�� 

x	 (OHYDWHG�EORRG�SUHVVXUH��JUHDWHU�WKDQ�RU�HTXDO�WR��������PP+J��RU�JUHDWHU�WKDQ�RU�HTXDO�WR� 
�������PP+J�IRU�GLDEHWLFV��RU�UHTXLUHPHQW�IRU�JUHDWHU�WKDQ�RU�HTXDO�WR���DQWLK\SHUWHQVLYH� 
PHGLFDWLRQV�� 

x 7ULJO\FHULGHV�JUHDWHU�WKDQ���������PJ�G/�RU�ZHUH�UHFHLYLQJ�WUHDWPHQW�ZLWK���RU�PRUH�OLSLG� 
ORZHULQJ�DJHQWV�� 

x (OHYDWHG�IDVWLQJ�EORRG�JOXFRVH��JUHDWHU�WKDQ�����PJ�G/��RU�GLDEHWHV��DQG�RU� 
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x :DLVW�FLUFXPIHUHQFH�JUHDWHU�WKDQ�RU�HTXDO�WR�����FP�IRU�PHQ�RU�JUHDWHU�WKDQ�RU�HTXDO�WR����FP� 
IRU�ZRPHQ�� 

3DWLHQWV�UDQJHG�LQ�DJH�IURP�������\HDUV�ROG��PHDQ�DJH�����DQG�����ZHUH�IHPDOH���$SSUR[LPDWHO\�����ZHUH� 
&DXFDVLDQ������ZHUH�$IULFDQ�$PHULFDQ��DQG�����ZHUH�+LVSDQLF�/DWLQR���7KH�DYHUDJH�ZHLJKW�DQG�%0,�RI� 
SDWLHQWV�DW�WKH�VWDUW�RI�WKH�VWXG\�ZDV�����NJ�DQG������NJ�P���UHVSHFWLYHO\���$SSUR[LPDWHO\�KDOI�������RI�SDWLHQWV� 
KDG�K\SHUWHQVLRQ�DW�WKH�VWDUW�RI�WKH�VWXG\���7KHUH�ZHUH�����������SDWLHQWV�ZLWK�W\SH���GLDEHWHV�DW�WKH�VWDUW�RI�WKH� 
VWXG\���'XULQJ�WKH�VWXG\��D�ZHOO�EDODQFHG��UHGXFHG�FDORULH�GLHW�WR�UHVXOW�LQ�DQ�DSSUR[LPDWH�����NFDO�GD\�GHFUHDVH� 
LQ�FDORULF�LQWDNH�ZDV�UHFRPPHQGHG�WR�DOO�SDWLHQWV�DQG�SDWLHQWV�ZHUH�RIIHUHG�QXWULWLRQDO�DQG�OLIHVW\OH� 
PRGLILFDWLRQ�FRXQVHOLQJ�� 

$�VXEVWDQWLDO�SHUFHQWDJH�RI�UDQGRPL]HG�SDWLHQWV�ZLWKGUHZ�IURP�HDFK�VWXG\�SULRU�WR�ZHHN���������LQ�6WXG\���� 
DQG�����LQ�6WXG\���� 

7DEOH���SURYLGHV�WKH�UHVXOWV�IRU�WKH�ZHLJKW�ORVV�DW���\HDU�LQ�6WXGLHV���DQG�����$IWHU���\HDU�RI�WUHDWPHQW�ZLWK� 
4V\PLD��DOO�GRVH�OHYHOV�UHVXOWHG�LQ�VWDWLVWLFDOO\�VLJQLILFDQW�ZHLJKW�ORVV�FRPSDUHG�WR�SODFHER��7DEOH����)LJXUHV��� 
DQG������$�VWDWLVWLFDOO\�VLJQLILFDQW�JUHDWHU�SURSRUWLRQ�RI�WKH�SDWLHQWV�UDQGRPL]HG�WR�4V\PLD�WKDQ�SODFHER� 
DFKLHYHG����DQG�����ZHLJKW�ORVV�� 

Table 9. Weight Loss at One Year in Study 1 and 2 

Analysis Method 

Study 1 (Obesity) 
Study 2 (Overweight and Obese with 

Co-morbidities) 

Placebo 
Qsymia 

3.75 mg/23 mg 
Qsymia 

15 mg/92 mg Placebo 
Qsymia 

7.5 mg/46 mg 
Qsymia 

15 mg/92 mg 
,77�/2&)��3ULPDU\�
� Q� ����� Q� ����� Q� ����� Q� ����� Q� ����� Q� ����� 
Weight (kg) 

%DVHOLQH�PHDQ��6'�� ������������� ������������� ������������� ������������� ������������� ������������� 
��/6�0HDQ�&KDQJH�IURP� 

EDVHOLQH��6(�

� ����������� ������������ ������������Á� ����������� ������������ �����������Á� 

'LIIHUHQFH�IURP�SODFHER� 
�����&,�� � �������������� ��������������� � �������������� �������������� 

Percentage of patients losing 
greater than or equal to 5% 
body weight 

���� �����  ����Á� ���� �����  ����Á� 

� � � � � � � 
5LVN�'LIIHUHQFH�YV��SODFHER� 

�����&,��� � ����������� 
������ ����������������� � ����������� 

������ 
����������� 

������ 
Percentage of patients losing 
greater than or equal to 
10% body weight 

��� �����  ����Á�  ���  �����  ����Á� 

� � � � � � 
5LVN�'LIIHUHQFH�YV��SODFHER� 

�����&,�� � ���������������� ����������������� � ����������� 
������ 

����������� 
������ 

6' VWDQGDUG�GHYLDWLRQ��/6 OHDVW�VTXDUHV��6( VWDQGDUG�HUURU��&, FRQILGHQFH�LQWHUYDO�

� 8VHV�DOO�DYDLODEOH�GDWD�IURP�VXEMHFWV�LQ�,77�SRSXODWLRQ��LQFOXGLQJ�GDWD�FROOHFWHG�IURP�VXEMHFWV�ZKR�GLVFRQWLQXHG�GUXJ�EXW�UHPDLQHG�RQ�VWXG\���/DVW� 
2EVHUYDWLRQ�&DUULHG�)RUZDUG��/2&)��PHWKRG�XVHG�WR�LPSXWH�PLVVLQJ�GDWD�� 

�� S����������YV��SODFHER�EDVHG�RQ�OHDVW�VTXDUHV��/6��PHDQ�IURP�DQ�DQDO\VLV�RI�FRYDULDQFH��
Á� S��������YV�������PJ����PJ��6WXG\����RU�����PJ����PJ��6WXG\����GRVH�� 
7\SH���HUURU�ZDV�FRQWUROOHG�DFURVV�DOO�SDLUZLVH�WUHDWPHQW�FRPSDULVRQV�� 


�$GMXVWHG�IRU�EDVHOLQH�ERG\ZHLJKW��6WXG\����DQG�EDVHOLQH�ERG\ZHLJKW�DQG�GLDEHWLF�VWDWXV��6WXG\������ 
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Figure 1. Study 1 Percent Weight Change Figure 2. Study 2 Percent Weight Change 
7KH�FKDQJHV�LQ�FDUGLRYDVFXODU��PHWDEROLF��DQG�DQWKURSRPHWULF�ULVN�IDFWRUV�DVVRFLDWHG�ZLWK�REHVLW\�IURP�6WXG\��� 
DQG���DUH�SUHVHQWHG�LQ�7DEOH����DQG������2QH�\HDU�RI�WKHUDS\�ZLWK�4V\PLD�UHVXOWHG�LQ�UHODWLYH�LPSURYHPHQW�RYHU� 
SODFHER�LQ�VHYHUDO�ULVN�IDFWRUV�DVVRFLDWHG�ZLWK�REHVLW\�ZLWK�WKH�H[FHSWLRQ�RI�KHDUW�UDWH�[see Warnings and 
Precautions (5.2)]�� 
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Table 10. Least-Squares (LS) Mean† Change from Baseline and Treatment Difference from Placebo in 
Risk Factors Following One Year of Treatment in Study 1 (Obesity) 

Study 1 (Obesity) Placebo 
(N=498) 

Qsymia 
3.75 mg/23 mg 

(N=234) 

Qsymia 
15 mg/92 mg 

(N=498) 

Qsymia – Placebo: LS Mean 
Qsymia 

3.75 mg/23 mg 
Qsymia 

15 mg/92 mg 
Heart rate, bpm 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
����������� 
����������� 

� 
����������� 
����������� 

� 
����������� 
����������� 

� � 
����� ����� 

Systolic blood pressure, mmHg� 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

������������� 
����������� 

������������� 
����������� 

������������� 
����������� 

� � 
����� ����� 

Diastolic blood pressure, mmHg� 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

����������� 
����������� 

����������� 
����������� 

����������� 
����������� 

� � 
����� ����� 

Total Cholesterol, % 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� � 
����� ����� 

LDL-Cholesterol, % 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� � 
����� ����� 

HDL-Cholesterol, % 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������ 
����������� 

� 
������������ 
����������� 

� 
������������ 
����������� 

� � 
����� ����� 

Triglycerides, % 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� � 
����� ������ 

Fasting glucose, mg/dL 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
����������� 
����������� 

� 
����������� 
����������� 

� 
����������� 
����������� 

� � 
����� ����� 

Waist Circumference, cm 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
������������ 

� � 
����
� ����
� 

6' VWDQGDUG�GHYLDWLRQ��6( VWDQGDUG�HUURU� 

�6WDWLVWLFDOO\�VLJQLILFDQW�YHUVXV�SODFHER�EDVHG�RQ�WKH�SUH�VSHFLILHG�PHWKRG�IRU�FRQWUROOLQJ�7\SH�,�HUURU�DFURVV�PXOWLSOH�GRVHV� 
��6WXG\���DGMXVWHG�IRU�EDVHOLQH�ERG\ZHLJKW� 
� 
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Table 11.	 Least-Squares (LS) Mean† Change from Baseline and Treatment Difference from Placebo in 
Risk Factors Following One Year of Treatment in Study  2 (Overweight and Obese with 
Comorbidities) 

Study 2 (Overweight and Obese with 
Comorbidities) 

Placebo 
(N=979) 

Qsymia 
7.5 mg/46 mg 

(N=488) 

Qsymia 
15 mg/92 mg 

(N=981) 

Qsymia – Placebo: LS Mean 
Qsymia 

7.5 mg/46 mg 
Qsymia 

15 mg/92 mg 
Heart rate, bpm 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
����������� 
����������� 

� 
������������ 
����������� 

� 
������������ 
����������� 

� � 
����� ����� 

Systolic Blood Pressure, mmHg 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
������������ 

� 
������������� 
������������ 

� 
������������� 
����������� 

� � 

����� ����� 

Diastolic Blood Pressure, mmHg� 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
����������� 
����������� 

� 
����������� 
����������� 

� 
����������� 
����������� 

� � 

����� ����� 

Total Cholesterol, % 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� � 

����� ����� 

LDL-Cholesterol, % 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� � 

����� ����� 

HDL-Cholesterol, % 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������ 
����������� 

� 
������������ 
����������� 

� 
������������ 
����������� 

� � 

����� ����� 

Triglycerides, % 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
������������ 

� � 

������ ������ 

Fasting Insulin, (μIU/mL) 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������ 
����������� 

� 
������������ 
����������� 

� 
������������ 
����������� 

� � 

����� ����� 

Fasting glucose, mg/dL 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� � 
����� ����� 

Waist Circumference, cm 
� %DVHOLQH�PHDQ��6'�� 
�� /6�0HDQ�&KDQJH��6(�� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� 
������������� 
����������� 

� � 
����
� ����
� 

6' VWDQGDUG�GHYLDWLRQ��6( VWDQGDUG�HUURU� 

�6WDWLVWLFDOO\�VLJQLILFDQW�YHUVXV�SODFHER�EDVHG�RQ�WKH�SUH�VSHFLILHG�PHWKRG�IRU�FRQWUROOLQJ�7\SH�,�HUURU�DFURVV�PXOWLSOH�GRVHV� 
��6WXG\���DGMXVWHG�IRU�EDVHOLQH�ERG\ZHLJKW�DQG�GLDEHWLF�VWDWXV� 
� 
$PRQJ�WKH�����VXEMHFWV�ZLWK�W\SH���GLDEHWHV�WUHDWHG�LQ�VWXG\����UHGXFWLRQV�LQ�+E$�F�IURP�EDVHOLQH��������ZHUH� 
�����IRU�SODFHER�FRPSDUHG�WR������DQG������ZLWK�4V\PLD�����PJ����PJ�DQG�4V\PLD����PJ����PJ�� 
UHVSHFWLYHO\�[see Warnings and Precautions (5.9)]��� 
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16 HOW SUPPLIED/STORAGE AND HANDLING 

4V\PLD�LV�DYDLODEOH�DV�SKHQWHUPLQH�K\GURFKORULGH��H[SUHVVHG�DV�WKH�ZHLJKW�RI�WKH�IUHH�EDVH��WRSLUDPDWH� 
H[WHQGHG�UHOHDVH�JHODWLQ�FDSVXOHV�LQ�WKH�IROORZLQJ�VWUHQJWKV�DQG�FRORUV�� 

x �����PJ����PJ�>3XUSOH�FDS�LPSULQWHG�ZLWK�9,986��3XUSOH�ERG\�LPSULQWHG�ZLWK��������@� 
x ����PJ����PJ�>3XUSOH�FDS�LPSULQWHG�ZLWK�9,986��<HOORZ�ERG\�LPSULQWHG�ZLWK�������@� 
x ������PJ����PJ�><HOORZ�FDS�LPSULQWHG�ZLWK�9,986��<HOORZ�ERG\�LPSULQWHG�ZLWK���������@� 
x ���PJ����PJ�><HOORZ�FDS�LPSULQWHG�ZLWK�9,986��:KLWH�ERG\�LPSULQWHG�ZLWK������@� 

7KH�FDSVXOHV�DUH�VXSSOLHG�DV�IROORZV�� 

Strength NDC Code 
8QLW�RI�8VH�%RWWOH�����FDSVXOHV��� �����PJ����PJ�FDSVXOHV� ������������� 
3KDUPDF\�%RWWOH�����FDSVXOHV�� �����PJ����PJ�FDSVXOHV� ������������� 
8QLW�RI�8VH�%RWWOH�����FDSVXOHV�� ����PJ����PJ�FDSVXOHV� ������������� 
8QLW�RI�8VH�%RWWOH�����FDSVXOHV�� ���PJ����PJ�FDSVXOHV� ������������� 
3KDUPDF\�%RWWOH�����FDSVXOHV�� ������PJ����PJ�FDSVXOHV� ������������� 
6WDUWHU�3DFN���%OLVWHU�&RQILJXUDWLRQ� �����PJ����PJ�DQG� ������������� 
����&DSVXOHV�� ����PJ����PJ�FDSVXOHV�� 
'RVH�(VFDODWLRQ�3DFN�±�%OLVWHU� ������PJ����PJ�DQG�� ������������� 
&RQILJXUDWLRQ�����&DSVXOHV��� ���PJ����PJ�FDSVXOHV�� 

� 
6WRUH�DW�FRQWUROOHG�URRP�WHPSHUDWXUH�����&�WR����&�����)�WR����)����.HHS�FRQWDLQHU�WLJKWO\�FORVHG�DQG�SURWHFW� 
IURP�PRLVWXUH�� 

17 PATIENT COUNSELING INFORMATION 

6HH�)'$�DSSURYHG�SDWLHQW�ODEHOLQJ��0HGLFDWLRQ�*XLGH��� 

$GYLVH�SDWLHQWV�RI�WKH�IROORZLQJ��� 
� 
$GMXQFWLYH�7UHDWPHQW� 
4V\PLD�LV�LQGLFDWHG�IRU�FKURQLF�ZHLJKW�PDQDJHPHQW�LQ�FRQMXQFWLRQ�ZLWK�D�UHGXFHG�FDORULH�GLHW�DQG�LQFUHDVHG� 
SK\VLFDO�DFWLYLW\�� 
� 
$FFHVV�WR�4V\PLD� 
4V\PLD�LV�RQO\�DYDLODEOH�WKURXJK�FHUWLILHG�SKDUPDFLHV�WKDW�DUH�HQUROOHG�LQ�WKH�4V\PLD�FHUWLILHG�SKDUPDF\� 
QHWZRUN���$GYLVH�SDWLHQWV�RQ�KRZ�WR�DFFHVV�4V\PLD�WKURXJK�FHUWLILHG�SKDUPDFLHV���$GGLWLRQDO�LQIRUPDWLRQ�PD\� 
EH�REWDLQHG�YLD�WKH�ZHEVLWH�ZZZ�4V\PLD5(06�FRP�RU�E\�WHOHSKRQH�DW���������������.� 

&RQFRPLWDQW�8VH�ZLWK�2WKHU�3URGXFWV 
$GYLVH�SDWLHQWV�WR�WHOO�KHDOWKFDUH�SURYLGHU�V��DERXW�DOO�PHGLFDWLRQV��QXWULWLRQDO�VXSSOHPHQWV��DQG�YLWDPLQV� 
�LQFOXGLQJ�DQ\�ZHLJKW�ORVV�SURGXFWV��WKDW�DUH�EHLQJ�WDNHQ�RU�PD\�EH�WDNHQ�ZKLOH�RQ�4V\PLD� 

+RZ�WR�WDNH�4V\PLD� 
� 
$GYLVH�SDWLHQWV�WR�WDNH�4V\PLD�LQ�WKH�PRUQLQJ�ZLWK�RU�ZLWKRXW�IRRG�� 
� 
$GYLVH�SDWLHQWV�WR�VWDUW�WUHDWPHQW�ZLWK�4V\PLD�DV�IROORZV�� 

o 7DNH�RQH�4V\PLD������PJ����PJ�FDSVXOH�RQFH�GDLO\�±�LQ�WKH�PRUQLQJ���IRU�WKH�ILUVW����GD\V� 
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o	 $IWHU�WKH�ILUVW����GD\V�LV�FRPSOHWH��WDNH�RQH�4V\PLD�����PJ����PJ�FDSVXOH�RQFH�GDLO\�±�LQ�WKH� 
PRUQLQJ� 

o 'R�QRW�WDNH�4V\PLD������PJ����PJ�DQG�4V\PLD��������PJ�FDSVXOHV�WRJHWKHU� 
� 

,I�DQ�LQFUHDVH�LQ�4V\PLD�GRVH�LV�SUHVFULEHG�DIWHU�PHGLFDO�HYDOXDWLRQ��DGYLVH�SDWLHQWV�WR�LQFUHDVH�WKH�GRVH�RI� 
4V\PLD�DV�IROORZV�� 
� 

o	 7DNH�RQH�4V\PLD�������PJ����PJ�FDSVXOH�RQFH�GDLO\�±�LQ�WKH�PRUQLQJ���IRU����GD\V� 
o	 $IWHU�WKH����GD\V�LV�FRPSOHWH��WDNH�RQH�4V\PLD����PJ����PJ�FDSVXOH�RQFH�GDLO\�±�LQ�WKH� 

PRUQLQJ� 
o	 'R�QRW�WDNH�4V\PLD����������PJ�DQG�4V\PLD����PJ����PJ�FDSVXOHV�WRJHWKHU� 

$GYLVH�SDWLHQWV�WR�GLVFRQWLQXH�WKH�4V\PLD����PJ����PJ�GRVH�JUDGXDOO\�E\�WDNLQJ�RQH�4V\PLD����PJ����PJ� 
FDSVXOH�HYHU\�RWKHU�GD\�IRU�DW�OHDVW�RQH�ZHHN�EHIRUH�VWRSSLQJ�LQ�RUGHU�WR�DYRLG�D�VHL]XUH�� 

)HPDOHV�RI�5HSURGXFWLYH�3RWHQWLDO� 
4V\PLD�FDQ�FDXVH�IHWDO�KDUP DQG�SDWLHQWV�VKRXOG�DYRLG�JHWWLQJ�SUHJQDQW�ZKLOH�WDNLQJ�4V\PLD [see Warnings 
and Precautions (5.1)]� 

x	 3UHJQDQF\�WHVWLQJ�LV�UHFRPPHQGHG�EHIRUH�VWDUWLQJ�4V\PLD�DQG�PRQWKO\�WKHUHDIWHU�GXULQJ� 
WKHUDS\�� 

x	 $GYLVH�SDWLHQWV�DERXW�HIIHFWLYH�PHWKRGV�RI�FRQWUDFHSWLRQ��DV�ZHOO�DV�WKH�LPSRUWDQFH�RI�XVLQJ� 
HIIHFWLYH�FRQWUDFHSWLRQ�FRQVLVWHQWO\�GXULQJ�4V\PLD�WKHUDS\���$GYLVH�IHPDOHV�ZKR�EHFRPH� 
SUHJQDQW�GXULQJ�4V\PLD�WKHUDS\�WR�VWRS�4V\PLD�LPPHGLDWHO\�DQG�WHOO�WKHLU�KHDOWKFDUH� 
SURYLGHU�V����� 

1XUVLQJ�0RWKHUV� 
(LWKHU�GLVFRQWLQXH�QXUVLQJ�RU�GLVFRQWLQXH�4V\PLD�[see Use in Specific Populations (8.3)]. 
� 
(OHYDWLRQ�LQ�+HDUW�5DWH� 

x 4V\PLD�FDQ�LQFUHDVH�UHVWLQJ�KHDUW�UDWH�[see Warnings and Precautions (5.2)].� 
x $GYLVH�SDWLHQWV�WR�UHSRUW�V\PSWRPV�RI�VXVWDLQHG�SHULRGV�RI�KHDUW�SRXQGLQJ�RU�UDFLQJ�ZKLOH�DW�UHVW� 

WR�WKHLU�KHDOWKFDUH�SURYLGHU�V��� 
6XLFLGDO�%HKDYLRU�DQG�,GHDWLRQ��&KDQJHV�LQ�0RRG�RU�'HSUHVVLRQ� 
4V\PLD�FDQ�LQFUHDVH�WKH�ULVN�RI�PRRG�FKDQJHV��GHSUHVVLRQ��DQG�VXLFLGDO�LGHDWLRQ�[see Warnings and 
Precautions (5.5)].� 

x $GYLVH�SDWLHQWV�WR�WHOO�WKHLU�KHDOWKFDUH�SURYLGHU�V��LPPHGLDWHO\�LI�PRRG�FKDQJHV��GHSUHVVLRQ��DQG� 
VXLFLGDO�LGHDWLRQ�RFFXU� 

$FXWH�$QJOH�&ORVXUH�*ODXFRPD�� 
4V\PLD�FDQ�LQFUHDVH�WKH�ULVN�RI�DFXWH�P\RSLD�DQG�VHFRQGDU\�DQJOH�FORVXUH�JODXFRPD�[see Warnings and 
Precautions (5.4)]�� 

x $GYLVH�SDWLHQWV�WR�UHSRUW�V\PSWRPV�RI�VHYHUH�DQG�SHUVLVWHQW�H\H�SDLQ�RU�VLJQLILFDQW�FKDQJHV�LQ� 
WKHLU�YLVLRQ�WR�WKHLU�KHDOWKFDUH�SURYLGHU�V�� 

&RJQLWLYH�$GYHUVH�5HDFWLRQV� 
4V\PLD�FDQ�FDXVH�GL]]LQHVV��FRQIXVLRQ��FRQFHQWUDWLRQ��DQG�ZRUG�ILQGLQJ�GLIILFXOWLHV��RU�YLVXDO�FKDQJHV�[see 
Warnings and Precautions (5.6)]���� 

x $GYLVH�SDWLHQWV�WR�WHOO�WKHLU�KHDOWKFDUH�SURYLGHU�V��DERXW�DQ\�FKDQJHV�LQ�DWWHQWLRQ��FRQFHQWUDWLRQ�� 
PHPRU\��DQG�RU�GLIILFXOW\�ILQGLQJ�ZRUGV� 
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x $GYLVH�SDWLHQWV�QRW�WR�GULYH�RU�RSHUDWH�PDFKLQHU\�XQWLO�WKH\�KDYH�JDLQHG�VXIILFLHQW�H[SHULHQFH�RQ� 
4V\PLD�WR�JDXJH�ZKHWKHU�LW�DGYHUVHO\�DIIHFWV�WKHLU�PHQWDO�SHUIRUPDQFH��PRWRU�SHUIRUPDQFH�� 
DQG�RU�YLVLRQ�� 

0HWDEROLF�$FLGRVLV� 
4V\PLD�FDQ�LQFUHDVH�WKH�ULVN�RI�PHWDEROLF�DFLGRVLV�[see Warnings and Precautions (5.7)].� 

x $GYLVH�SDWLHQWV�WR�WHOO�WKHLU�KHDOWKFDUH�SURYLGHU�V��DERXW�DQ\�IDFWRUV�WKDW�FDQ�LQFUHDVH�WKH�ULVN�RI� 
DFLGRVLV��H�J��SURORQJHG�GLDUUKHD��VXUJHU\��DQG�KLJK�SURWHLQ�ORZ�FDUERK\GUDWH�GLHW��DQG�RU� 
FRQFRPLWDQW�PHGLFDWLRQV�VXFK�DV�FDUERQLF�DQK\GUDVH�LQKLELWRUV��� 

� 
+\SRJO\FHPLD�LQ�3DWLHQWV�ZLWK�7\SH���'LDEHWHV�0HOOLWXV�RQ�$QWL�GLDEHWLF�7KHUDS\� 

:HLJKW�ORVV�PD\�LQFUHDVH�WKH�ULVN�RI�K\SRJO\FHPLD�LQ�SDWLHQWV�ZLWK�W\SH���GLDEHWHV�PHOOLWXV�WUHDWHG�ZLWK�LQVXOLQ� 
DQG�RU�LQVXOLQ�VHFUHWDJRJXHV��H�J���VXOIRQ\OXUHDV��[see Warnings and Precautions (5.9)]�� 

x	 $GYLVH�SDWLHQWV�ZLWK�W\SH���GLDEHWHV�PHOOLWXV�RQ�DQWL�GLDEHWLF�WKHUDS\�WR�PRQLWRU�WKHLU�EORRG� 
JOXFRVH�OHYHOV�DQG�UHSRUW�V\PSWRPV�RI�K\SRJO\FHPLD�WR�WKHLU�KHDOWKFDUH�SURYLGHU�V�� 
� 

&16�'HSUHVVLRQ�ZLWK�&RQFRPLWDQW�&16�'HSUHVVDQWV�LQFOXGLQJ�$OFRKRO�� 

7KH�FRQFRPLWDQW�XVH�RI�DOFRKRO�RU�FHQWUDO�QHUYRXV�V\VWHP��&16��GHSUHVVDQW�GUXJV��H�J���EDUELWXUDWHV�� 
EHQ]RGLD]HSLQHV��DQG�VOHHS�PHGLFDWLRQV��ZLWK�SKHQWHUPLQH�RU�WRSLUDPDWH�PD\�SRWHQWLDWH�&16�GHSUHVVLRQ�RU� 
RWKHU�FHQWUDOO\�PHGLDWHG�HIIHFWV�RI�WKHVH�DJHQWV��VXFK�DV�GL]]LQHVV��FRJQLWLYH�DGYHUVH�UHDFWLRQV��GURZVLQHVV�� 
OLJKW�KHDGHGQHVV��LPSDLUHG�FRRUGLQDWLRQ�DQG�VRPQROHQFH�[see Warnings and Precautions (5.11)]�� 

x $GYLVH�SDWLHQWV�QRW�WR�GULQN�DOFRKRO�ZKLOH�WDNLQJ�4V\PLD�� 
� 

3RWHQWLDO�6HL]XUHV�ZLWK�$EUXSW�:LWKGUDZDO�RI�4V\PLD� 

$EUXSW�ZLWKGUDZDO�RI�WRSLUDPDWH��D�FRPSRQHQW�RI�4V\PLD��KDV�EHHQ�DVVRFLDWHG�ZLWK�VHL]XUHV�LQ�LQGLYLGXDOV� 
ZLWKRXW�D�KLVWRU\�RI�VHL]XUHV�RU�HSLOHSV\�� 

x $GYLVH�SDWLHQWV�QRW�WR�DEUXSWO\�VWRS�4V\PLD�ZLWKRXW�ILUVW�WDONLQJ�WR�WKHLU�KHDOWKFDUH�SURYLGHU�V� 
[see Dosage and Administration (2.1)]� 

� 
.LGQH\�VWRQHV� 
8VH�RI�4V\PLD�KDV�EHHQ�DVVRFLDWHG�ZLWK�NLGQH\�VWRQH�IRUPDWLRQ�[see Warnings and Precautions (5.15) and 
Adverse Reactions (6.1)]���� 

x $GYLVH�SDWLHQWV�WR�LQFUHDVH�IOXLG�LQWDNH�WR�LQFUHDVH�XULQDU\�RXWSXW�ZKLFK�FDQ�GHFUHDVH�WKH� 
FRQFHQWUDWLRQ�RI�VXEVWDQFHV�LQYROYHG�LQ�NLGQH\�VWRQH�IRUPDWLRQ��� 

x $GYLVH�SDWLHQWV�WR�UHSRUW�V\PSWRPV�RI�VHYHUH�VLGH�RU�EDFN�SDLQ��DQG�RU�EORRG�LQ�WKHLU�XULQH�WR� 
WKHLU�KHDOWKFDUH�SURYLGHU�V�. 

2OLJRKLGURVLV�DQG�+\SHUWKHUPLD�� 
� 

2OLJRKLGURVLV��GHFUHDVHG�VZHDWLQJ��KDV�EHHQ�UHSRUWHG�LQ�DVVRFLDWLRQ�ZLWK�WKH�XVH�RI�WRSLUDPDWH��D�FRPSRQHQW RI� 
4V\PLD���'HFUHDVHG�VZHDWLQJ�DQG�DQ�HOHYDWLRQ�LQ�ERG\�WHPSHUDWXUH�DERYH�QRUPDO�FKDUDFWHUL]HG�WKHVH�FDVHV���� 

x $GYLVH�SDWLHQWV�WR�PRQLWRU�IRU�GHFUHDVHG�VZHDWLQJ�DQG�LQFUHDVHG�ERG\�WHPSHUDWXUH�GXULQJ� 
SK\VLFDO�DFWLYLW\��HVSHFLDOO\�LQ�KRW�ZHDWKHU���� 

� 
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� 
� 
� 
0DQXIDFWXUHG�IRU�9,986��,QF��E\�&DWDOHQW�3KDUPD�6ROXWLRQV��//&� 
�����(QWHUSULVH�'ULYH�� 
:LQFKHVWHU��.<������� 
� 
&RS\ULJKW���������������9,986��,QF��$OO�ULJKWV�UHVHUYHG�� 
� 
9,986��,QF� 
����(��+DPLOWRQ�$YH���6XLWH����� 
&DPSEHOO��&$��������86$�� 
� 
86�3DWHQW�1XPEHUV������������������������������������������������������������������������������������������� 
�����������DQG����������� 
� 
4V\PLD�LV�D�UHJLVWHUHG�WUDGHPDUN�RI�9,986��,QF�� 
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MEDICATION GUIDE
 

QSYMIA® (Kyoo sim ee’ uh)
 

(phentermine and topiramate extended-release)
 

Capsules CIV
 

Read this Medication Guide before you start taking Qsymia and each time you 
get a refill.  There may be new information.  This information does not take the 
place of talking to your healthcare provider about your medical condition or 
treatment.  If you have any questions about Qsymia, talk to your healthcare 
provider or pharmacist. 

What is the most important information I should know about Qsymia?  

(For other side effects, also see “What are the possible side effects of 
Qsymia?”) 

Qsymia can cause serious side effects, including: 

x	 Birth defects (cleft lip/cleft palate).  If you take Qsymia during pregnancy, 
your baby has a higher risk for birth defects called cleft lip and cleft palate. 
These defects can begin early in pregnancy, even before you know you are 
pregnant. 

Women who are pregnant must not take Qsymia.
 

Women who can become pregnant should: 


1. Have a negative pregnancy test before taking Qsymia and every month 
while taking Qsymia. 

2. Use effective birth control (contraception) consistently while taking 
Qsymia.  Talk to your healthcare provider about how to prevent 
pregnancy. 

If you become pregnant while taking Qsymia, stop taking Qsymia 
immediately, and tell your healthcare provider right away. Healthcare 
providers and patients should report all cases of pregnancy to: 

� FDA MedWatch at 1-800-FDA-1088, and 

� The Qsymia Pregnancy Surveillance Program at 1-888-998-4887 

x	 Increases in heart rate.  Qsymia can increase your heart rate at rest.  Your 
healthcare provider should check your heart rate while you take Qsymia. Tell 
your healthcare provider if you experience, while at rest, a racing or pounding 
feeling in your chest lasting several minutes when taking Qsymia. 

x Suicidal thoughts or actions.  Topiramate, an ingredient in Qsymia, may 
cause you to have suicidal thoughts or actions. 

�
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Call your healthcare provider right away if you have any of these 
symptoms, especially if they are new, worse, or worry you: 

o	 thoughts about suicide or dying 

o	 attempts to commit suicide 

o	 new or worse depression 

o	 new or worse anxiety 

o	 feeling agitated or restless 

o	 panic attacks 

o	 trouble sleeping (insomnia) 

o	 new or worse irritability  

o	 acting aggressive, being angry, or violent 

o	 acting on dangerous impulses 

o	 an extreme increase in activity and talking (mania) 

o other unusual changes in behavior or mood 

x Serious eye problems which include: 

o	 any sudden decrease in vision, with or without eye pain and redness, 

o	 a blockage of fluid in the eye causing increased pressure in the eye 
(secondary angle closure glaucoma). 

These problems can lead to permanent vision loss if not treated. Tell 
your healthcare provider right away if you have any new eye symptoms. 

What is Qsymia? 

Qsymia is a prescription medicine that contains phentermine and topiramate 
extended-release that may help some obese adults or some overweight adults who 
also have weight-related medical problems lose weight and keep the weight off. 

Qsymia should be used with a reduced calorie diet and increased physical activity. 

It is not known if Qsymia changes your risk of heart problems or stroke or of death 
due to heart problems or stroke. 

It is not known if Qsymia is safe and effective when taken with other prescription, 
over-the-counter, or herbal weight loss products.  

It is not known if Qsymia is safe and effective in children under 18 years old.  

Qsymia is a federally controlled substance (CIV) because it contains phentermine 
and can be abused or lead to drug dependence.  Keep Qsymia in a safe place, to 
protect it from theft.  Never give your Qsymia to anyone else, because it may 
cause death or harm them.  Selling or giving away this medicine is against the law. 
� 

� 
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Who should not take Qsymia? 

Do not take Qsymia if you: 

x are pregnant, planning to become pregnant, or become pregnant during Qsymia 
treatment.  

x have glaucoma 

x have thyroid problems (hyperthyroidism)    

x are taking certain medicines called monoamine oxidase inhibitors (MAOIs) or 
have taken MAOIs in the past 14 days. 

x are allergic to topiramate, sympathomimetic amines such as phentermine, or 
any of the ingredients in Qsymia.  See the end of this Medication Guide for a 
complete list of ingredients in Qsymia. 

What should I tell my healthcare provider before taking Qsymia? 

Tell your healthcare provider if you: 

x are pregnant or planning to become pregnant  

x have had a heart attack or stroke 

x have or have had an abnormal heart rhythm 

x have or have had depression, mood problems, or suicidal thoughts or behavior 

x have eye problems, especially glaucoma  

x have a history of metabolic acidosis (too much acid in the blood) or a condition 
that puts you at higher risk for metabolic acidosis such as 

o	 chronic diarrhea, surgery, a diet high in fat and low in carbohydrates 
(ketogenic diet), weak, brittle, or soft bones (osteomalacia, 
osteoporosis, osteopenia), or decreased bone density 

x	 have kidney problems, have kidney stones, or are getting kidney dialysis 

x	 have liver problems 

x	 have seizures or convulsions (epilepsy) 

x	 are breastfeeding. It is not known if Qsymia passes into your breast milk.  You 
and your healthcare provider should decide if you will take Qsymia or 
breastfeed.  You should not do both. 

Tell your healthcare provider about all the medicines you take, including 
prescription and non-prescription medicines, vitamins, and herbal supplements.  
Qsymia taken with other medicines may affect how each medicine works and may 
cause side effects. 

Especially tell your healthcare provider if you take: 

x Birth control pills. Tell your healthcare provider if your menstrual bleeding 
changes while you are taking birth control pills and Qsymia.  

x Water pills (diuretics) such as hydrochlorothiazide (HCTZ) 

�
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x Any medicines that impair or decrease your thinking, concentration, or 
muscle coordination 

x Carbonic anhydrase inhibitors [such as ZONEGRAN® (zonisamide), DIAMOX® 

(acetazolamide) or NEPTAZANE® (methazolamide)] 

x Seizure medicines such as Valproic acid (DEPAKENE® or DEPAKOTE®) 

Ask your healthcare provider or pharmacist for a list of these medicines, if you are 
not sure. 

Know the medicines you take.  Keep a list of them to show your healthcare provider 
and pharmacist each time you get a new medicine.  Do not start a new medicine 
without talking to your healthcare provider. 

How should I take Qsymia? 

x Your healthcare provider should start you on a diet and exercise program when 
you start taking Qsymia.  Stay on this program while you are taking Qsymia. 

x Do not change your dose without talking to your healthcare provider. 

x Qsymia can be taken with or without food. 

x If you miss a dose of Qsymia, wait until the next morning to take your usual 
dose of Qsymia.  Do not double your dose.  

x To start treatment with Qsymia 

o	 Take one Qsymia 3.75 mg/23 mg capsule (Figure A) once each morning 
for the first 14 days 

o	 After taking Qsymia 3.75 mg/23 mg capsule for 14 days, then take one 
Qsymia 7.5 mg/46 mg capsule (Figure B) once each morning 

x	 After taking Qsymia for 12 weeks 

o	 Your healthcare provider should either (1) tell you to stop taking Qsymia 
or (2) increase your dose of Qsymia if you do not lose a certain amount of 
weight within the first 12 weeks of treatment at the recommended dose.  

x	 If your healthcare provider increases the dose of Qsymia 

o	 Take one Qsymia 11.25 mg/69 mg capsule (Figure C) once each morning 
for 14 days 

o	 After taking 14 days of Qsymia 11.25 mg/69 mg capsule, then take one 
Qsymia 15 mg/92 mg capsule (Figure D) once each morning 

x Stopping Qsymia treatment 

Your healthcare provider should tell you to stop taking Qsymia if you have not lost 
a certain amount of weight after an additional 12 weeks of treatment on the higher 
dose. 

Do not stop taking Qsymia without talking to your healthcare provider. Stopping 
Qsymia suddenly can cause serious problems, such as seizures.  Your healthcare 
provider will tell you how to stop taking Qsymia slowly. 

�
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If you take too much Qsymia, call your healthcare provider or go to the nearest 
emergency room right away. 

What should I avoid while taking Qsymia? 

x	 Do not get pregnant while taking Qsymia.  See “What is the most 
important information I should know about Qsymia.” 

x	 Do not drink alcohol while taking Qsymia. Qsymia and alcohol can affect 
each other causing side effects such as sleepiness or dizziness. 

x	 Do not drive a car or operate heavy machinery, or do other dangerous 
activities until you know how Qsymia affects you.  Qsymia can slow your 
thinking and motor skills, and may affect vision. 

What are the possible side effects of Qsymia? 

x	 See “What is the most important information I should know about 
Qsymia?” at the beginning of this Medication Guide 

x	 Mood changes and trouble sleeping. Qsymia may cause depression or mood 
problems, and trouble sleeping.  Tell your healthcare provider if symptoms 
occur. 

x	 Concentration, memory, and speech difficulties. Qsymia may affect how 
you think and cause confusion, problems with concentration, attention, memory, 
or speech.  Tell your healthcare provider if symptoms occur. 

x	 Increases of acid in bloodstream (metabolic acidosis).  If left untreated, 
metabolic acidosis can cause brittle or soft bones (osteoporosis, osteomalacia, 
osteopenia), kidney stones, can slow the rate of growth in children, and may 
possibly harm your baby if you are pregnant.  Metabolic acidosis can happen 
with or without symptoms.  Sometimes people with metabolic acidosis will: 

feel tired
 
not feel hungry (loss of appetite)
 
feel changes in heartbeat
 
have trouble thinking clearly   


Your healthcare provider should do a blood test to measure the level of acid in 
your blood before and during your treatment with Qsymia.   
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x Low blood sugar (hypoglycemia) in people with type 2 diabetes mellitus 
who also take medicines used to treat type 2 diabetes mellitus.  Weight 
loss can cause low blood sugar in people with type 2 diabetes mellitus who also 
take medicines used to treat type 2 diabetes mellitus (such as insulin or 
sulfonylureas).  You should check your blood sugar before you start taking 
Qsymia and while you take Qsymia. 

x Possible seizures if you stop taking Qsymia too fast.  Seizures may happen 
in people who may or may not have had seizures in the past if you stop Qsymia 
too fast. Your healthcare provider will tell you how to stop taking Qsymia 
slowly. 

x	 Kidney stones.  Drinking plenty of fluids when taking Qsymia to help decrease 
your chances of getting kidney stones.  If you get severe side or back pain, 
and/or blood in your urine, call your healthcare provider 

x	 Decreased sweating and increased body temperature (fever).  People 
should be watched for signs of decreased sweating and fever, especially in hot 
temperatures.  Some people may need to be hospitalized for this condition.  

Common side effects of Qsymia include: 

x numbness or tingling in the hands, arms, feet, or face (paraesthesia) 

x dizziness 

x change in the way foods taste or loss of taste (dysgeusia) 

x trouble sleeping (insomnia) 

x constipation 

x dry mouth 

Tell your healthcare provider if you have any side effect that bothers you or does 
not go away. 

These are not all of the possible side effects of Qsymia. For more information, ask 
your healthcare provider or pharmacist. 

Call your doctor for medical advice about side effects.  You may report side effects 
to VIVUS at 1-888-998-4887 or FDA at 1-800-FDA-1088. 

How should I store Qsymia? 

x	 Store Qsymia at room temperature between 59°F to 77°F (15°C to 25°C). 

Keep Qsymia and all medicines out of the reach of children. 

General Information about Qsymia 

Medicines are sometimes prescribed for purposes other than those listed in a 
Medication Guide. Do not use Qsymia for a condition for which it was not 
prescribed.  Do not give Qsymia to other people, even if they have the same 
symptoms you have.  It may harm them. 
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This Medication Guide summarizes important information about Qsymia.  If you 
would like more information, talk with your healthcare provider.  You can ask your 
pharmacist or healthcare provider for information about Qsymia that is written for 
healthcare professionals.  

For more information, go to www.QsymiaREMS.com or call 1-888-998-4887.  

What are the ingredients in Qsymia? 

Active Ingredient: phentermine hydrochloride and topiramate extended-release 

Inactive Ingredients: methylcellulose, sucrose, starch, microcrystalline cellulose, 
ethylcellulose, povidone, gelatin, talc, titanium dioxide, FD&C Blue #1, FD&C Red 
#3, FD&C Yellow #5 and #6, and pharmaceutical black and white inks. 

This Medication Guide has been approved by the U.S. Food and Drug 
Administration. 

Copyright © 2012 - 2017 VIVUS, Inc. All rights reserved. 
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