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Background: Antipsychotic drugs may lead to side effects such as obesity, diabetes,

dyslipidemia. and cardiovascular disease. The current systematic review and network

meta-analysis analyzes and provides an update on the clinical performance of these

add-ons in comparison to placebo on body weight and body mass index (BMI)
reductions.

Methods: A comprehensive literature search was performed on electronic databases:

PubMed (1946-). Embase (1974-). Cochrane library (1992-). and OpenGrey (2000-)

until 31 July 2018. Network meta-analyses. comparing the body weight change. BMI

change and withdrawn due to adverse events of different pharmacological add-one, was

performed using a multivariate meta-regression model with random-effects, adopting a

frequentist approach. To rank the prognosis for all add-ons. we used surface under the

cumulative ranking (SUCRA) values.

Outcomes: From 614 potential studies identified, 27 eligible studies (n = 1.349 subjects)
were included. All the studies demonstrated low to moderate risk of bias. For the

analysis of body weight change. all add-ons except Ranitidine showed significant weight
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������£§¦§
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


��������	 
���
����������������
����������������������������������� �!"#$��%!&�'�% ��$&�� % (��)&�%%*$%�� ��"�&��+, (�&-"+��!.% -���%�&�/-���01� *!�)"� $2$&$/,%�%3�!"#$��&4 (�+!�,*��4( �($&4�3567�($&4�3$&�&-"+��!.#$ ��& %*� (��$*&�-� !$�8��%��8�& %$"!&4��9���& #($�"$�!/!4��$/$��2!&%3*$%#��.!�"��-%�&4$"-/ �8$��$ �"� $2��4��%%�!&"!��/*� (�$&�!"2�9�� %3$�!# �&4$.��:-�& �% $##�!$�(;<�44�&%� $/03=>?=@A(� �� $/03=>?=B0C(�"!��/$//!*%.!� (��&�/-%�!&!.#! �& �$/�!8$��$ �%3$&�$��!-& %.!� (��!���/$ �!&%.�!""-/ �2$�" ��$/%3$&�"�$&��9���&��;6DB.!�*��4( $&�567�($&4�$&���%)�$ �!;EEB.!�&-"+��!.*� (��$*&�-� !$�8��%��8�& %!.�$�($��2!& ��$ "�& *$%�% �"$ ��;A(� �3=>??B0C!�$&) (�#�!4&!%�%.!�$// (�$��2!&%3*�-%��%-�.$��-&��� (��-"-/$ �8��$&)�&4;FGHEIB8$/-�%;F$/$& �� $/03=>??B0E$&)#�!+$+�/� ��%!.$// (�$��2!&%*���J�% �% �"$ ��-&���$5$,�%�$&.�$"�*!�)0I% �#.-&� �!&*$% (�&$##/��� !%-""$��K� (��-"-/$ �8��$&)�&4.!��% �"$ �&4 (�FGHEI8$/-�%!.�$�($��2!&3�$&4�&4.�!"> !?0C(-%3/$�4�FGHEI8$/-�%�&���$ ��$+�  ��#�!4&!%�%0C(�&!��2%#/�  �&4$##�!$�($&��&�!&%�% �&�,"!��/*���-%�� ! �%  (��!&%�% �&�,$%%-"# �!&;D�$%� $/03=>?>B0C(�.!�"��"� (!��&8!/8��J  �&4$%����%!.&!��2%#/�  �&4"!��/%3*� (!&�"!��/.!��$�($��2!&#$���&4.!�*(��( (���*$%����� $&��&����� �8���&��;D!&�4$&� $/03=>?LB0C(�/$  ��"� (!�J�% J %$&�&�!&%�% �&�,"!��/$&� (�&�!&�-� $A$/� �%  !�(��)*(� (�� (����%%�4&�J�$& �&�!&%�% �&�,$"!&4 (��&�/-���% -���%;A(� �3=>?MB0F�&%� �8� ,$&$/,%�%*$%�!&�-� ��+,;?B�'�/-��&4% -���%*� (+! (N+/�&��&4!.#$� ���#$& %$&�#��%!&&�/O$&�N+/�&��&4!.!- �!"�$%%�%%"�& O�$&)��$%NG&�/�$�O!�N<�4(��%)3O$% (�!- �!"�%;�0�03"�$%-��"�& !.*��4( $&�567B*���/�)�/, !+�+�$%���-� ! (�%� *!)�,�!"#!&�& %3$&�;=B/�"� �&4 (�$&$/,%�%!&% -���%*� (/�%% ($&?="!& (%P.!//!*2-#0C(�&� *!�)"� $2$&$/,%�%*����"#/�"�& ��+,F $ $Q6R?L*� (&� *!�)$&�&� *!�)4�$#(%#$�)$4�;H($�"$&�� $/03=>?L@F $ $H!�#3=>?L@A(� �3=>?MB0STUVWXUUYZ[\]̂ _̀_aYb̀cdYcad_e[fbYgh̀ijbhkbỲ\l�!"m?n#! �& �$/% -���%���& �J��.�!" (��&� �$/%�$��(3=o�$&�!"�K���!& �!//�� ��$/%;pq?3Lnr%-+s�� %B%$ �%J���&�/-%�!&Q�'�/-%�!&��� ���$$&�*����&�/-����& (�%"� $2$&$/,%�%;tuvwxyz$&�{|}~yz@�!#�K26$ !� $/03=>>L@R!,-�!8%),� $/03=>>L3=>>o3=>?L@<�&���%!&� $/03=>>M3=>>o@�!� $/03=>>M@1��)�/� $/03=>>M@�/��&� $/03=>>m@5$# �% $� $/03=>>o3=>>�@6��/�!,� $/03=>>o@I�"$&� $/03=>>�@A-� $/03=>>�3=>?=@I.%($�� $/03=>>r@H$���K!� $/03=>>r@1$�-/$� $/03=>?>@A$&4� $/03=>?=@H(�&� $/03=>?L@�$�%)!4� $/03=>?L@E$&s+$�� $/03=>?L@5�����"$&&� $/03=>?n@��F�/8$� $/03=>?M@I&$4&!% !-� $/03=>?m@6�( $$&�E$"3=>?m@E$�!$&�8!&I""!&H$8$&$-4(3=>?mB0C(�"�$&$4�*$%L?0r,�$�%!/�$&�n�0m�
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FIGURE 1 | PRISMA flowchart of study selection.
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