
Clinical Trials Experience. 7ZXVjhZ� Xa^c^XVa� hijY^Zh� VgZ� XdcYjXiZY� jcYZg
l^YZan� kVgn^c\� XdcY^i^dch!� VYkZghZ� gZVXi^dc� gViZh� dWhZgkZY� ^c� i]Z� Xa^c^XVa
hijY^Zh�d[�V�Ygj\�XVccdi�WZ�Y^gZXian�XdbeVgZY�id gViZh�^c�i]Z�Xa^c^XVa�hijY^Zh
d[�Vcdi]Zg�Ygj\�VcY�bVn�cdi�gZÓZXi�i]Z�gViZh�dWhZgkZY�^c�Xa^c^XVa�egVXi^XZ#

Jh[Wjc[dj�e\�feijc[defWkiWb�mec[d�m_j^�eij[efehei_i

I]Z� hV[Zin� d[� Egda^V� ^c� i]Z� igZVibZci� d[� edhibZcdeVjhVa� dhiZdedgdh^h�
lVh�VhhZhhZY�^c�V�("nZVg!�gVcYdb^oZY!�YdjWaZ"Wa^cY!�eaVXZWd"XdcigdaaZY!�
bjai^cVi^dcVa�hijYn�d[�,-%-�edhibZcdeVjhVa�ldbZc�V\ZY�+%�id .&�nZVgh#�
6� idiVa� d[� (-,+�ldbZc�lZgZ ZmedhZY� id eaVXZWd�VcY�(--+�ldbZc�lZgZ
ZmedhZY�id Egda^V�VYb^c^hiZgZY�hjWXjiVcZdjhan�dcXZ�ZkZgn�+�bdci]h�Vh�V�
h^c\aZ�+%�b\�YdhZ#�6aa�ldbZc�lZgZ ^chigjXiZY�id iV`Z�Vi�aZVhi�&%%%�b\�d[�
XVaX^jb�VcY�)%%�>J�d[�k^iVb^c�9�hjeeaZbZciVi^dc�eZg�YVn#�I]Z�^cX^YZcXZ�d[�
Vaa"XVjhZ�bdgiVa^in�lVh�'#(���c�2�.%��̂ c�i]Z�eaVXZWd�\gdje�VcY�&#-���c�2�,%��
^c�i]Z�Egda^V�\gdje#�I]Z�^cX^YZcXZ�d[�cdc[ViVa�hZg^djh�VYkZghZ�ZkZcih�lVh�
')#'��^c�i]Z�eaVXZWd�\gdje�VcY�'*#%��^c�i]Z�Egda^V�\gdje#�I]Z�eZgXZciV\Z�
d[�eVi^Zcih�l]d�l^i]YgZl�[gdb�i]Z�hijYn�YjZ�id VYkZghZ�ZkZcih�lVh�'#&��
VcY�'#)��[dg�i]Z�eaVXZWd�VcY�Egda^V�\gdjeh!�gZheZXi^kZan# 6YkZghZ�gZVXi^dch�
gZedgiZY�^c�≥ '��d[�edhibZcdeVjhVa�ldbZc�l^i]�dhiZdedgdh^h�VcY�bdgZ�
[gZfjZcian�̂ c�i]Z�Egda^V"igZViZY�ldbZc�i]Vc�̂ c�i]Z�eaVXZWd"igZViZY�ldbZc�
VgZ�a^hiZY�^c�i]Z�iVWaZ�WZadl#

IVWaZ�&#�6YkZghZ�GZVXi^dch�DXXjgg^c\�^c�≥ '��d[�EVi^Zcih�l^i]�DhiZdedgdh^h
VcY�BdgZ�;gZfjZcian�i]Vc�^c�EaVXZWd"igZViZY�EVi^Zcih

Hypocalcemia. 9ZXgZVhZh� ^c� hZgjb� XVaX^jb� aZkZah� id aZhh� i]Vc� -#*�b\$YA
lZgZ gZedgiZY� ^c�%#)��ldbZc� ^c� i]Z�eaVXZWd�\gdje�VcY�&#,��ldbZc ^c�
i]Z�Egda^V� \gdje�Vi� i]Z�bdci]� &� k^h^i#� I]Z�cVY^g� ^c� hZgjb�XVaX^jb� aZkZa�
dXXjgh�Vi�Veegdm^bViZan�YVn�&%�V[iZg�Egda^V�Ydh^c\�^c�hjW_ZXih�l^i]�cdgbVa�
gZcVa�[jcXi^dc#�

>c� Xa^c^XVa� hijY^Zh!� hjW_ZXih� l^i]� ^beV^gZY� gZcVa� [jcXi^dc� lZgZ bdgZ�
a^`Zan� id ]VkZ� \gZViZg� gZYjXi^dch� ^c� hZgjb� XVaX^jb� aZkZah� XdbeVgZY� id
hjW_ZXih�l^i]�cdgbVa�gZcVa�[jcXi^dc#�>c�V�hijYn�d[�**�eVi^Zcih�l^i]�kVgn^c\�
YZ\gZZh�d[�gZcVa�[jcXi^dc!�hZgjb�XVaX^jb�aZkZah�<,#*�b\$YA�dg�hnbeidbVi^X�
]nedXVaXZb^V�lZgZdWhZgkZY�̂c�*�hjW_ZXih#�I]ZhZ�̂cXajYZY�cd�hjW_ZXih�̂ c�i]Z�
cdgbVa�gZcVa�[jcXi^dc�\gdje!�&%��d[�hjW_ZXih�^c�i]Z�8g8A�*%�id -%�bA$b^c�
\gdje!� '.�� d[� hjW_ZXih� ^c� i]Z� 8g8A� < (%� bA$b^c� \gdje!� VcY� '.�� d[�
hjW_ZXih�^c�i]Z�]ZbdY^Vanh^h�\gdje#�I]ZhZ�hjW_ZXih�Y^Y�cdi�gZXZ^kZ�XVaX^jb�
VcY�k^iVb^c�9�hjeeaZbZciVi^dc#�>c�V�hijYn�d[�)**%�edhibZcdeVjhVa�ldbZc�
l^i]�dhiZdedgdh^h!�i]Z�bZVc�X]Vc\Z�[gdb�WVhZa^cZ�^c�hZgjb�XVaX^jb�aZkZa�
&%�YVnh�V[iZg�Egda^V�Ydh^c\�lVh�"*#*��^c�hjW_ZXih�l^i]�XgZVi^c^cZ�XaZVgVcXZ�
<�(%�bA$b^c�kh#�"(#&��^c�hjW_ZXih�l^i]�8g8A�≥�(%�bA$b^c#�

Serious Infections. GZXZeidg� VXi^kVidg� d[� cjXaZVg� [VXidg� `VeeV"7� a^\VcY�
�G6C@A�� ^h� ZmegZhhZY� dc� VXi^kViZY� I� VcY� 7� anbe]dXniZh� VcY� ^c� anbe]�
cdYZh#� I]ZgZ[dgZ!� V� G6C@A� ^c]^W^idg� hjX]� Vh� Egda^V� bVn� ^cXgZVhZ i]Z�
g^h`� d[� ^c[ZXi^dc#� >c� i]Z� Xa^c^XVa� hijYn� d[� ,-%-� edhibZcdeVjhVa ldbZc�
l^i]�dhiZdedgdh^h!�i]Z�^cX^YZcXZ�d[�^c[ZXi^dch�gZhjai^c\�^c�YZVi]�lVh�%#'��
^c�Wdi]�eaVXZWd�VcY�Egda^V� igZVibZci�\gdjeh#�=dlZkZg!� i]Z� ^cX^YZcXZ�d[�
cdc[ViVa�hZg^djh�^c[ZXi^dch�lVh�(#(��^c�i]Z�eaVXZWd�\gdje�VcY�)#%��^c�i]Z�
Egda^V� \gdje#�=dhe^iVa^oVi^dch� YjZ� id hZg^djh� ^c[ZXi^dch� ^c� i]Z VWYdbZc�
�%#,�� eaVXZWd� kh#� %#.�� Egda^V�!� jg^cVgn� igVXi� �%#*�� eaVXZWd� kh# %#,��
Egda^V�!�VcY�ZVg��%#%��eaVXZWd�kh#�%#&��Egda^V��lZgZ gZedgiZY#�:cYdXVgY^i^h�
lVh� gZedgiZY� ^c� cd� eaVXZWd� eVi^Zcih� VcY� (� eVi^Zcih� gZXZ^k^c\� Egda^V#�
H`^c�̂ c[ZXi^dch!�̂ cXajY^c\�Zgnh^eZaVh�VcY�XZaaja^i^h!�aZVY^c\�id�]dhe^iVa^oVi^dc�
lZgZ gZedgiZY� bdgZ� [gZfjZcian� ^c� eVi^Zcih� igZViZY� l^i]� Egda^V� �< %#&��
eaVXZWd� kh#� %#)�� Egda^V�#� I]ZgZ� lVh� cd� ^bWVaVcXZ� ^c� i]Z� gZedgi^c\� d[�
deedgijc^hi^X�^c[ZXi^dch#�

Dermatologic Reactions. 6 h^\c^ÒXVcian�]^\]Zg�cjbWZg�d[�eVi^Zcih� igZViZY�l^i]
Egda^V� YZkZadeZY� Ze^YZgbVa� VcY� YZgbVa� VYkZghZ� ZkZcih� �hjX]� Vh� YZgbVi^i^h!
ZXoZbV!�VcY�gVh]Zh�!�l^i]�i]ZhZ�ZkZcih�gZedgiZY�^c�-#'��d[�eaVXZWd�VcY�&%#-�
d[�Egda^V�\gdje��e�< %#%%%&�#�Bdhi�d[�i]ZhZ�ZkZcih�lZgZ cdi�heZX^ÒX�id i]Z�̂ c_ZXi^dc�
h^iZ�(see Warnings and Precautions)#�

Osteonecrosis of the Jaw. DC?�]Vh�WZZc�gZedgiZY�^c�i]Z�dhiZdedgdh^h�Xa^c^XVa
ig^Va�egd\gVb�^c�eVi^Zcih�igZViZY�l^i]�Egda^V�[see Warnings and Precautions]#�

?D:?97J?EDI�7D:�KI7=;0

IgZVibZci� d[� EdhibZcdeVjhVa�LdbZc�l^i]� DhiZdedgdh^h� Vi� =^\]� G^h`�
[dg� ;gVXijgZ#� Egda^V� ^h� ^cY^XViZY� [dg� i]Z� igZVibZci� d[� edhibZcdeVjhVa�
ldbZc�l^i]� dhiZdedgdh^h� Vi� ]^\]� g^h`� [dg� [gVXijgZ!� YZÒcZY� Vh� V� ]^hidgn�
d[�dhiZdedgdi^X�[gVXijgZ!�dg�bjai^eaZ�g^h`�[VXidgh�[dg�[gVXijgZ0�dg�eVi^Zcih�
l]d�]VkZ�[V^aZY�dg�VgZ�^cidaZgVci�id di]Zg�VkV^aVWaZ�dhiZdedgdh^h�i]ZgVen#�
>c�edhibZcdeVjhVa�ldbZc�l^i]�dhiZdedgdh^h!�Egda^V�gZYjXZh�i]Z�^cX^YZcXZ
d[� kZgiZWgVa!� cdckZgiZWgVa!� VcY� ]^e� [gVXijgZh� (see Clinical Studies [14.1] in Full
Prescribing Information).

:EI7=;�7D:�7:C?D?IJH7J?ED0 GZXdbbZcYZY�9dhV\Z#�Egda^V�h]djaY�
WZ�VYb^c^hiZgZY�Wn�V�]ZVai]XVgZ�egd[Zhh^dcVa# I]Z� gZXdbbZcYZY�YdhZ�
d[�Egda^V�^h�+%�b\�VYb^c^hiZgZY�Vh�V�h^c\aZ�hjWXjiVcZdjh�^c_ZXi^dc�dcXZ�
ZkZgn� +� bdci]h#� 6Yb^c^hiZg� Egda^V� k^V� hjWXjiVcZdjh� ^c_ZXi^dc� ^c i]Z�
jeeZg�Vgb!�i]Z�jeeZg�i]^\]!�dg�i]Z�VWYdbZc#�6aa�eVi^Zcih�h]djaY gZXZ^kZ�
XVaX^jb�&%%%�b\�YV^an�VcY�Vi� aZVhi�)%%� >J�k^iVb^c�9�YV^an� (see Warnings 
and Precautions)#

>[�V�YdhZ�d[�Egda^V�̂ h�b^hhZY!�VYb^c^hiZg�i]Z�^c_ZXi^dc�Vh�hddc Vh�i]Z�eVi^Zci�
^h�VkV^aVWaZ#�I]ZgZV[iZg!�hX]ZYjaZ�^c_ZXi^dch�ZkZgn�+�bdci]h�[gdb�i]Z�YViZ�
d[�i]Z�aVhi�^c_ZXi^dc#�

9EDJH7?D:?97J?EDI0 =nedXVaXZb^V# EgZ"Zm^hi^c\�]nedXVaXZb^V�bjhi�WZ
XdggZXiZY�eg^dg�id�^c^i^Vi^c\�i]ZgVen�l^i]�Egda^V�(see Warnings and Precautions)#

M7HD?D=I�7D:�FH;97KJ?EDI0 =nedXVaXZb^V�VcY�B^cZgVa�BZiVWda^hb#
=nedXVaXZb^V� bVn� WZ� ZmVXZgWViZY� Wn� i]Z� jhZ� d[� Egda^V#� EgZ"Zm^hi^c\�
]nedXVaXZb^V� bjhi� WZ� XdggZXiZY� eg^dg� id ^c^i^Vi^c\� i]ZgVen� l^i] Egda^V#�
>c� eVi^Zcih� egZY^hedhZY� id ]nedXVaXZb^V� VcY� Y^hijgWVcXZh� d[� b^cZgVa�
bZiVWda^hb� �Z#\#!� ]^hidgn� d[� ]nedeVgVi]ngd^Y^hb!� i]ngd^Y� hjg\Zgn!�
eVgVi]ngd^Y�hjg\Zgn!�bVaVWhdgei^dc�hncYgdbZh!�ZmX^h^dc�d[�hbVaa ^ciZhi^cZ!�
hZkZgZ gZcVa�^beV^gbZci�PXgZVi^c^cZ�XaZVgVcXZ�< (%�bA$b^cR�dg�gZXZ^k^c\�
Y^Vanh^h�!� Xa^c^XVa�bdc^idg^c\� d[� XVaX^jb� VcY�b^cZgVa� aZkZah� �e]dhe]dgjh�
VcY�bV\cZh^jb�� ^h�]^\]an�gZXdbbZcYZY#�=nedXVaXZb^V� [daadl^c\�Egda^V�
VYb^c^higVi^dc�̂ h�V�h^\c^ÒXVci�g^h`�̂ c�eVi^Zcih�l^i]�hZkZgZ gZcVa�̂ beV^gbZci�
�XgZVi^c^cZ� XaZVgVcXZ� < (%� bA$b^c�� dg� gZXZ^k^c\� Y^Vanh^h#� >chigjXi� Vaa�
eVi^Zcih�l^i]�hZkZgZ gZcVa�^beV^gbZci!�^cXajY^c\�i]dhZ�gZXZ^k^c\�Y^Vanh^h!�
VWdji�i]Z�hnbeidbh�d[�]nedXVaXZb^V�VcY�i]Z�^bedgiVcXZ�d[�bV^ciV^c^c\�
XVaX^jb� aZkZah� l^i]� VYZfjViZ� XVaX^jb� VcY� k^iVb^c� 9� hjeeaZbZciVi^dc#�
6YZfjViZan� hjeeaZbZci� Vaa� eVi^Zcih� l^i]� XVaX^jb� VcY� k^iVb^c� 9� (see 
Dosage and Administration, Contraindications, Adverse Reactions, and Patient 
Counseling Information [17.1] in Full Prescribing Information)#��

Serious Infections. >c�V�Xa^c^XVa�ig^Va�d[�dkZg�,-%%�ldbZc�l^i]�edhibZcdeVjhVa
dhiZdedgdh^h!� hZg^djh� ^c[ZXi^dch� aZVY^c\� id ]dhe^iVa^oVi^dc� lZgZ� gZedgiZY�
bdgZ�[gZfjZcian�^c�i]Z�Egda^V�\gdje�i]Vc�^c�i]Z�eaVXZWd�\gdje�(see Adverse 
Reactions)#�HZg^djh�h`^c�^c[ZXi^dch!�Vh�lZaa�Vh�^c[ZXi^dch�d[�i]Z�VWYdbZc!�
jg^cVgn� igVXi!� VcY� ZVg!� lZgZ bdgZ� [gZfjZci� ^c� eVi^Zcih� igZViZY� l^i]�
Egda^V#�:cYdXVgY^i^h�lVh�Vahd�gZedgiZY�bdgZ� [gZfjZcian� ^c�Egda^V"igZViZY�
hjW_ZXih#�I]Z�^cX^YZcXZ�d[�deedgijc^hi^X�^c[ZXi^dch�lVh�WVaVcXZY�WZilZZc�
eaVXZWd� VcY� Egda^V� \gdjeh!� VcY� i]Z� dkZgVaa� ^cX^YZcXZ� d[� ^c[ZXi^dch� lVh�
h^b^aVg� WZilZZc� i]Z� igZVibZci� \gdjeh#� 6Yk^hZ� eVi^Zcih� id hZZ`� egdbei�
bZY^XVa�ViiZci^dc� ^[� i]Zn�YZkZade�h^\ch�dg�hnbeidbh�d[�hZkZgZ ^c[ZXi^dc!�
^cXajY^c\�XZaaja^i^h#�EVi^Zcih�dc�XdcXdb^iVci� ^bbjcdhjeegZhhVci V\Zcih�
dg�l^i]� ^beV^gZY� ^bbjcZ�hnhiZbh�bVn�WZ�Vi� ^cXgZVhZY� g^h`� [dg�hZg^djh�
^c[ZXi^dch#�8dch^YZg�i]Z�WZcZÒi"g^h`�egdÒaZ�̂ c�hjX]�eVi^Zcih�WZ[dgZ igZVi^c\�
l^i]� Egda^V#� >c� eVi^Zcih� l]d� YZkZade� hZg^djh� ^c[ZXi^dch� l]^aZ� dc� Egda^V!�
egZhXg^WZgh�h]djaY�VhhZhh�i]Z�cZZY�[dg�Xdci^cjZY�Egda^V�i]ZgVen#�

Dermatologic Adverse Reactions. >c� V� aVg\Z� Xa^c^XVa� ig^Va� d[� dkZg� ,-%%�
ldbZc�l^i]�edhibZcdeVjhVa�dhiZdedgdh^h!�Ze^YZgbVa�VcY�YZgbVa�VYkZghZ
ZkZcih�hjX]�Vh�YZgbVi^i^h!�ZXoZbV!�VcY�gVh]Zh�dXXjggZY�Vi�V�h^\c^ÒXVcian�
]^\]Zg� gViZ ^c� i]Z� Egda^V� \gdje� XdbeVgZY� id i]Z� eaVXZWd�\gdje#�Bdhi� d[
i]ZhZ�ZkZcih�lZgZ cdi�heZX^ÒX�id i]Z�^c_ZXi^dc�h^iZ�(see Adverse Reactions)#
8dch^YZg�Y^hXdci^cj^c\�Egda^V�^[�hZkZgZ�hnbeidbh�YZkZade#

Osteonecrosis of the Jaw. DhiZdcZXgdh^h� d[� i]Z� _Vl� �DC?�!� l]^X]� XVc�
dXXjg� hedciVcZdjhan!� ^h� \ZcZgVaan� VhhdX^ViZY� l^i]� iddi]� ZmigVXi^dc�
VcY$dg� adXVa� ^c[ZXi^dc� l^i]� YZaVnZY� ]ZVa^c\#� DC?� ]Vh� WZZc� gZedgiZY�
^c� eVi^Zcih� gZXZ^k^c\� YZcdhjbVW� (see Adverse Reactions)#� 6� gdji^cZ�
dgVa� ZmVb� h]djaY� WZ� eZg[dgbZY� Wn� i]Z� egZhXg^WZg� eg^dg� id ^c^i^Vi^dc� d[�
Egda^V� igZVibZci#� 6� YZciVa� ZmVb^cVi^dc� l^i]� Veegdeg^ViZ� egZkZci^kZ�
YZci^hign� h]djaY� WZ� Xdch^YZgZY� eg^dg� id igZVibZci� l^i]� Egda^V� ^c�
eVi^Zcih� l^i]� g^h`� [VXidgh� [dg� DC?� hjX]� Vh� ^ckVh^kZ� YZciVa� egdXZYjgZh�
�Z#\#!� iddi]� ZmigVXi^dc!� YZciVa� ^beaVcih!� dgVa� hjg\Zgn�!� Y^V\cdh^h� d[�
XVcXZg!� XdcXdb^iVci� i]ZgVe^Zh� �Z#\#!� X]Zbdi]ZgVen!� Xdgi^XdhiZgd^Yh�!�
eddg� dgVa� ]n\^ZcZ!� VcY� Xd"bdgW^Y� Y^hdgYZgh� �Z#\#!� eZg^dYdciVa� VcY$dg�
di]Zg� egZ"Zm^hi^c\� YZciVa� Y^hZVhZ!� VcZb^V!� XdV\jadeVi]n!� ^c[ZXi^dc!�
^aa"Òii^c\� YZcijgZh�#� <ddY� dgVa� ]n\^ZcZ� egVXi^XZh� h]djaY� WZ� bV^ciV^cZY�
Yjg^c\� igZVibZci� l^i]� Egda^V#� ;dg� eVi^Zcih� gZfj^g^c\� ^ckVh^kZ� YZciVa�
egdXZYjgZh!� Xa^c^XVa� _jY\bZci� d[� i]Z� igZVi^c\� e]nh^X^Vc� VcY$dg� dgVa�
hjg\Zdc� h]djaY� \j^YZ� i]Z� bVcV\ZbZci� eaVc� d[� ZVX]� eVi^Zci� WVhZY� dc�
^cY^k^YjVa�WZcZÒi"g^h`�VhhZhhbZci#�EVi^Zcih�l]d�VgZ�hjheZXiZY�d[�]Vk^c\�
dg�l]d�YZkZade�DC?�l]^aZ�dc�Egda^V�h]djaY� gZXZ^kZ�XVgZ Wn�V�YZci^hi�dg�
Vc�dgVa�hjg\Zdc#�>c�i]ZhZ�eVi^Zcih!�ZmiZch^kZ�YZciVa�hjg\Zgn�id igZVi�DC?�
bVn�ZmVXZgWViZ�i]Z�XdcY^i^dc#�9^hXdci^cjVi^dc�d[�Egda^V�i]ZgVen�h]djaY�WZ�
Xdch^YZgZY�WVhZY�dc�^cY^k^YjVa�WZcZÒi"g^h`�VhhZhhbZci#�

Suppression of Bone Turnover. >c�Xa^c^XVa�ig^Vah�^c�ldbZc�l^i]�edhibZcdeVjhVa
dhiZdedgdh^h!�igZVibZci�l^i]�Egda^V�gZhjaiZY�^c�h^\c^ÒXVci�hjeegZhh^dc�d[�WdcZ
gZbdYZa^c\� Vh� Zk^YZcXZY� Wn� bVg`Zgh� d[� WdcZ� ijgcdkZg� VcY� WdcZ�
]^hidbdge]dbZign�(see Clinical Pharmacology [12.2] and Clinical Studies [14.1] in
Full Prescribing Information)#�I]Z�h^\c^ÒXVcXZ�d[�i]ZhZ�ÒcY^c\h�VcY�i]Z�Z[[ZXi�
d[� adc\"iZgb� igZVibZci� l^i]� Egda^V� VgZ� jc`cdlc#� I]Z� adc\"iZgb�
XdchZfjZcXZh� d[� i]Z� YZ\gZZ� d[� hjeegZhh^dc� d[ WdcZ�gZbdYZa^c\�dWhZgkZY
l^i]� Egda^V�bVn� Xdcig^WjiZ� id VYkZghZ� djiXdbZh� hjX]� Vh� dhiZdcZXgdh^h� d[
i]Z� _Vl!� Vine^XVa� [gVXijgZh!�VcY�YZaVnZY� [gVXijgZ�]ZVa^c\#�Bdc^idg�eVi^Zcih� [dg
i]ZhZ�XdchZfjZcXZh#

7:L;HI;� H;79J?EDI0 I]Z� [daadl^c\� hZg^djh� VYkZghZ� gZVXi^dch� VgZ�
Y^hXjhhZY�WZadl�VcY�Vahd�ZahZl]ZgZ�^c�i]Z�aVWZa^c\/�
��=nedXVaXZb^V�[see Warnings and Precautions]
��HZg^djh�>c[ZXi^dch�[see Warnings and Precautions]
��9ZgbVidad\^X�6YkZghZ�GZVXi^dch�[see Warnings and Precautions]
��DhiZdcZXgdh^h�d[�i]Z�?Vl�[see Warnings and Precautions]

I]Z�bdhi�Xdbbdc�VYkZghZ�gZVXi^dch�gZedgiZY�l^i]�Egda^V�VgZ�WVX` eV^c!�
eV^c�̂ c�ZmigZb^in!�bjhXjadh`ZaZiVa�eV^c!�]neZgX]daZhiZgdaZb^V!�VcY�Xnhi^i^h#�
I]Z�bdhi�Xdbbdc�VYkZghZ�gZVXi^dch�aZVY^c\�id Y^hXdci^cjVi^dc�d[ Egda^V�
VgZ�WgZVhi�XVcXZg!�WVX`�eV^c!�VcY�Xdchi^eVi^dc#�I]Z�Egda^V�EdhibVg`Zi^c\�
6Xi^kZ�HV[Zin�HjgkZ^aaVcXZ�Egd\gVb�^h�VkV^aVWaZ�id XdaaZXi�^c[dgbVi^dc�[gdb�
egZhXg^WZgh�dc�heZX^ÒX�VYkZghZ�ZkZcih#�EaZVhZ�hZZ�lll#egda^VhV[Zin#Xdb�
dg�XVaa�&"-%%",,'"+)(+�[dg�bdgZ�^c[dgbVi^dc�VWdji�i]^h�egd\gVb#

Pancreatitis. EVcXgZVi^i^h�lVh�gZedgiZY�^c�)�eVi^Zcih��%#&���^c�i]Z�eaVXZWd�
VcY�-�eVi^Zcih��%#'���^c�i]Z�Egda^V�\gdjeh#�D[�i]ZhZ�gZedgih!�dcZ�hjW_ZXi�^c�
i]Z�eaVXZWd�\gdje�VcY�Vaa�-�hjW_ZXih�^c�i]Z�Egda^V�\gdje�]VY�hZg^djh�ZkZcih�
^cXajY^c\�dcZ�YZVi]�̂ c�i]Z�Egda^V�\gdje#�HZkZgVa�eVi^Zcih�]VY�V eg^dg�]^hidgn�
d[�eVcXgZVi^i^h#�I]Z�i^bZ�[gdb�egdYjXi�VYb^c^higVi^dc�id ZkZci�dXXjggZcXZ�
lVh�kVg^VWaZ#�

New Malignancies.�I]Z�dkZgVaa�^cX^YZcXZ�d[�cZl�bVa^\cVcX^Zh�lVh�)#(��^c�
i]Z�eaVXZWd�VcY�)#-��^c�i]Z�Egda^V�\gdjeh#�CZl�bVa^\cVcX^Zh�gZaViZY�id
WgZVhi��%#,��eaVXZWd�kh#�%#.��Egda^V�!�gZegdYjXi^kZ��%#'��eaVXZWd�kh#�%#*��
Egda^V�!�VcY�\Vhigd^ciZhi^cVa�hnhiZbh��%#+��eaVXZWd�kh#�%#.��Egda^V��lZgZ
gZedgiZY#�6�XVjhVa�gZaVi^dch]^e�id�Ygj\�ZmedhjgZ�]Vh�cdi�WZZc�ZhiVWa^h]ZY#

Immunogenicity. 9ZcdhjbVW� ^h� V� ]jbVc� bdcdXadcVa� Vci^WdYn#� 6h� l^i]�
Vaa� i]ZgVeZji^X�egdiZ^ch!� i]ZgZ� ^h�ediZci^Va� [dg� ^bbjcd\Zc^X^in#�Jh^c\�Vc�
ZaZXigdX]Zb^ajb^cZhXZci� Wg^Y\^c\� ^bbjcdVhhVn!� aZhh i]Vc� &�� �**� dji�
d[� -&&(�� d[� eVi^Zcih� igZViZY�l^i]�Egda^V� [dg� je� id * nZVgh� iZhiZY�edh^i^kZ�
[dg� W^cY^c\� Vci^WdY^Zh� �^cXajY^c\� egZ"Zm^hi^c\!� igVch^Zci!� VcY� YZkZade^c\�
Vci^WdY^Zh�#�CdcZ�d[�i]Z�eVi^Zcih�iZhiZY�edh^i^kZ�[dg�cZjigVa^o^c\�Vci^WdY^Zh!�
Vh�lVh�VhhZhhZY�jh^c\�V�X]Zb^ajb^cZhXZci�XZaa"WVhZY�^c�k^igd�W^dad\^XVa�
VhhVn#�Cd�Zk^YZcXZ�d[�VaiZgZY�e]VgbVXd`^cZi^X�egdÒaZ!� idm^X^in�egdÒaZ!�dg�
Xa^c^XVa�gZhedchZ�lVh�VhhdX^ViZY�l^i]�W^cY^c\�Vci^WdYn�YZkZadebZci#�I]Z�
^cX^YZcXZ�d[�Vci^WdYn�[dgbVi^dc�^h�]^\]an�YZeZcYZci�dc�i]Z�hZch^i^k^in�VcY�
heZX^ÒX^in�d[�i]Z�VhhVn#�6YY^i^dcVaan!�i]Z�dWhZgkZY�^cX^YZcXZ�d[�V�edh^i^kZ�
Vci^WdYn��^cXajY^c\�cZjigVa^o^c\�Vci^WdYn��iZhi gZhjai�bVn�WZ�^cÓjZcXZY�Wn�
hZkZgVa�[VXidgh!�^cXajY^c\�VhhVn�bZi]dYdad\n!�hVbeaZ�]VcYa^c\!�i^b^c\�d[�
hVbeaZ�XdaaZXi^dc!�XdcXdb^iVci�bZY^XVi^dch!�VcY�jcYZgan^c\�Y^hZVhZ#�;dg�
i]ZhZ�gZVhdch!�XdbeVg^hdc�d[�Vci^WdY^Zh�id YZcdhjbVW�l^i]�i]Z�^cX^YZcXZ�
d[�Vci^WdY^Zh�id�di]Zg�egdYjXih�bVn�WZ�b^haZVY^c\#

:HK=�?DJ;H79J?EDI0Cd�Ygj\"Ygj\�^ciZgVXi^dc�hijY^Zh�]VkZ�WZZc�XdcYjXiZY
l^i]�Egda^V#

KI;�?D�IF;9?<?9�FEFKB7J?EDI0

EgZ\cVcXn# Pregnancy Category C. I]ZgZ� VgZ� cd� VYZfjViZ� VcY� lZaa"
XdcigdaaZY�hijY^Zh�d[�Egda^V�^c�egZ\cVci�ldbZc#�>c�\ZcZi^XVaan�Zc\^cZZgZY�
b^XZ� ^c� l]^X]� G6C@� a^\VcY� �G6C@A�� lVh� ijgcZY� d[[� Wn� \ZcZ� gZbdkVa�
�V� Æ`cdX`dji� bdjhZÇ�!� VWhZcXZ� d[� G6C@A� �i]Z� iVg\Zi� d[� YZcdhjbVW��
XVjhZY� [ZiVa� anbe]� cdYZ� V\ZcZh^h� VcY� aZY� id edhicViVa� ^beV^gbZci�
d[� YZci^i^dc� VcY� WdcZ� \gdli]#� EgZ\cVci� G6C@A� `cdX`dji� b^XZ� Vahd
h]dlZY� VaiZgZY� bVijgVi^dc� d[� i]Z� bViZgcVa� bVbbVgn� \aVcY!� aZVY^c\�
id ^beV^gZY� aVXiVi^dc�edhieVgijb� (see Use in Nursing Mothers)#�Egda^V� ^h�
VeegdkZY�dcan�[dg�jhZ�^c�edhibZcdeVjhVa�ldbZc#�Egda^V�h]djaY�WZ jhZY�
Yjg^c\�egZ\cVcXn�dcan� ^[� i]Z�ediZci^Va� WZcZÒi� _jhi^ÒZh� i]Z�ediZci^Va� g^h`�
id i]Z� [Zijh#�LdbZc�l]d�WZXdbZ�egZ\cVci�Yjg^c\�Egda^V� igZVibZci�VgZ
ZcXdjgV\ZY� id Zcgdaa� ^c� 6b\ZcÉh� EgZ\cVcXn� HjgkZ^aaVcXZ� Egd\gVb#
EVi^Zcih�dg�i]Z^g�e]nh^X^Vch�h]djaY�XVaa�&"-%%",,"6B<:C��&"-%%",,'"+)(+��
id Zcgdaa#� >c� Vc� ZbWgnd[ZiVa� YZkZadebZciVa� hijYn!� Xncdbda\jh�bdc`Znh�
gZXZ^kZY� hjWXjiVcZdjh� YZcdhjbVW� lZZ`an� Yjg^c\� dg\Vcd\ZcZh^h� Vi�
YdhZh�je�id &("[daY�]^\]Zg�i]Vc�i]Z�gZXdbbZcYZY�]jbVc�YdhZ�d[�+%�b\�
VYb^c^hiZgZY� dcXZ� ZkZgn� +� bdci]h� WVhZY� dc� WdYn� lZ^\]i� �b\$`\�#� Cd�
Zk^YZcXZ�d[�bViZgcVa� idm^X^in�dg� [ZiVa�]Vgb�lVh�dWhZgkZY#�=dlZkZg!� i]^h�
hijYn� dcan� VhhZhhZY� [ZiVa� idm^X^in� Yjg^c\� V� eZg^dY� Zfj^kVaZci� id� i]Z� Òghi
ig^bZhiZg�VcY�[ZiVa�anbe]�cdYZh�lZgZ cdi�ZmVb^cZY#�BdcdXadcVa�Vci^WdY^Zh�
VgZ� igVchedgiZY� VXgdhh� i]Z� eaVXZciV� ^c� V� a^cZVg� [Vh]^dc� Vh� egZ\cVcXn�
egd\gZhhZh!�l^i]�i]Z�aVg\Zhi�Vbdjci�igVch[ZggZY�Yjg^c\�i]Z�i]^gY�ig^bZhiZg#
EdiZci^Va�VYkZghZ�YZkZadebZciVa�Z[[ZXih�gZhjai^c\�[gdb�ZmedhjgZh�Yjg^c\�
i]Z� hZXdcY� VcY� i]^gY� ig^bZhiZgh ]VkZ� cdi� WZZc� VhhZhhZY� ^c� Vc^bVah�
(see Nonclinical Toxicology [13.2] in Full Prescribing Information)#�

Nursing Mothers. >i� ^h� cdi� `cdlc�l]Zi]Zg� Egda^V� ^h� ZmXgZiZY� ^cid� ]jbVc
b^a`#� 7ZXVjhZ�bVcn� Ygj\h� VgZ� ZmXgZiZY� ^c� ]jbVc�b^a`� VcY� WZXVjhZ� d[
i]Z�ediZci^Va� [dg�hZg^djh�VYkZghZ�gZVXi^dch� ^c�cjgh^c\� ^c[Vcih� [gdb�Egda^V!
V�YZX^h^dc�h]djaY�WZ�bVYZ�l]Zi]Zg�id Y^hXdci^cjZ�cjgh^c\�dg�Y^hXdci^cjZ
i]Z� Ygj\!� iV`^c\� ^cid� VXXdjci� i]Z� ^bedgiVcXZ� d[� i]Z� Ygj\� id i]Z bdi]Zg#
BViZgcVa�ZmedhjgZ�id Egda^V�Yjg^c\�egZ\cVcXn�bVn�^beV^g�bVbbVgn \aVcY
YZkZadebZci�VcY�aVXiVi^dc�WVhZY�dc�Vc^bVa�hijY^Zh�̂ c�egZ\cVci�b^XZ�aVX`^c\
i]Z�G6C@$G6C@A�h^\cVa^c\�eVi]lVn�i]Vi�]VkZ�h]dlc�VaiZgZY�bVijgVi^dc�d[
i]Z�bViZgcVa�bVbbVgn� \aVcY!� aZVY^c\� id ^beV^gZY� aVXiVi^dc� edhieVgijb
(see Nonclinical Toxicology [13.2] in Full Prescribing Information)#

Pediatric Use. Egda^V� ^h�cdi�gZXdbbZcYZY�^c�eZY^Vig^X�eVi^Zcih#�I]Z�hV[Zin
VcY�Z[[ZXi^kZcZhh�d[�Egda^V�^c�eZY^Vig^X�eVi^Zcih�]VkZ�cdi�WZZc ZhiVWa^h]ZY#
IgZVibZci�l^i]�Egda^V�bVn�^beV^g�WdcZ�\gdli]�^c�X]^aYgZc�l^i]�deZc�\gdli]
eaViZh�VcY�bVn� ^c]^W^i�Zgjei^dc�d[�YZci^i^dc#� >c�cZdcViVa�gVih! ^c]^W^i^dc�d[
G6C@A� �i]Z� iVg\Zi� d[� Egda^V� i]ZgVen��l^i]� V� XdchigjXi� d[� dhiZdegdiZ\Zg^c
WdjcY�id ;X��DE<";X��Vi�YdhZh�≤ &%�b\$`\�lVh�VhhdX^ViZY�l^i]�^c]^W^i^dc�d[
WdcZ�\gdli]�VcY�iddi]�Zgjei^dc#�6YdaZhXZci�eg^bViZh�YdhZY�l^i]�YZcdhjbVW
Vi�&%�VcY�*%�i^bZh��&%�VcY�*%�b\$`\�YdhZ��]^\]Zg�i]Vc�i]Z�gZXdbbZcYZY
]jbVc�YdhZ�d[�+%�b\�VYb^c^hiZgZY�dcXZ�ZkZgn�+�bdci]h!�WVhZY�dc�WdYn
lZ^\]i��b\$`\�!�]VY�VWcdgbVa�\gdli]�eaViZh�(see Nonclinical Toxicology [13.2]
in Full Prescribing Information)#

Geriatric Use. D[� i]Z� idiVa� cjbWZg� d[� eVi^Zcih� ^c� Xa^c^XVa� hijY^Zh� d[� Egda^V!
..)(�eVi^Zcih��,+���lZgZ ≥ +*�nZVgh�daY!�l]^aZ�(*,+��',���lZgZ ≥ ,*�nZVgh
daY#� Cd� dkZgVaa� Y^[[ZgZcXZh� ^c� hV[Zin� dg� Z[ÒXVXn� lZgZ dWhZgkZY� WZilZZc
i]ZhZ�eVi^Zcih�VcY�ndjc\Zg�eVi^Zcih�VcY�di]Zg�gZedgiZY�Xa^c^XVa ZmeZg^ZcXZ
]Vh�cdi�^YZci^ÒZY�Y^[[ZgZcXZh�^c�gZhedchZh�WZilZZc�i]Z�ZaYZgan�VcY�ndjc\Zg
eVi^Zcih!�Wji�\gZViZg�hZch^i^k^in�d[�hdbZ�daYZg�^cY^k^YjVah�XVccdi�WZ�gjaZY�dji#

Renal Impairment. Cd�YdhZ�VY_jhibZci� ^h�cZXZhhVgn� ^c�eVi^Zcih�l^i]� gZcVa
^beV^gbZci#� >c� Xa^c^XVa� hijY^Zh!� eVi^Zcih� l^i]� hZkZgZ gZcVa� ^beV^gbZci
�XgZVi^c^cZ�XaZVgVcXZ�< (%�bA$b^c��dg�gZXZ^k^c\�Y^Vanh^h�lZgZ Vi�\gZViZg�g^h`
d[� YZkZade^c\� ]nedXVaXZb^V#� 8dch^YZg� i]Z� WZcZÒi"g^h`� egdÒaZ� l]Zc�
VYb^c^hiZg^c\�Egda^V� id eVi^Zcih�l^i]� hZkZgZ gZcVa� ^beV^gbZci� dg� gZXZ^k^c\
Y^Vanh^h#�8a^c^XVa�bdc^idg^c\�d[�XVaX^jb�VcY�b^cZgVa�aZkZah��e]dhe]dgjh�VcY
bV\cZh^jb��̂h�]^\]an�gZXdbbZcYZY#�6YZfjViZ�̂ciV`Z�d[�XVaX^jb�VcY�k^iVb^c�9
^h� ^bedgiVci� ^c� eVi^Zcih�l^i]� hZkZgZ gZcVa� ^beV^gbZci� dg� gZXZ^k^c\� Y^Vanh^h
(see Warnings and Precautions, Adverse Reactions, and Clinical Pharmacology
[12.3] in the Full Prescribing Information).

Hepatic Impairment.Cd�Xa^c^XVa�hijY^Zh�]VkZ�WZZc�XdcYjXiZY�id ZkVajViZ�i]Z�
Z[[ZXi�d[�]ZeVi^X�^beV^gbZci�dc�i]Z�e]VgbVXd`^cZi^Xh�d[�Egda^V#

6b\Zc�BVcj[VXijg^c\�A^b^iZY!�V�hjWh^Y^Vgn�d[�6b\Zc�>cX#�
DcZ�6b\Zc�8ZciZg�9g^kZ

I]djhVcY�DV`h!�8Va^[dgc^V�.&('%"&,..
�'%&%�6b\Zc�>cX#�*%'+("8

6aa�g^\]ih�gZhZgkZY#�Eg^ciZY�^c�JH6#

7g^Z[�HjbbVgn/�8dchjai
eVX`V\Z�^chZgi�[dg�XdbeaZiZ
EgZhXg^W^c\�>c[dgbVi^dc#

IOIJ;C�EH=7D�9B7II
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7ADD9�6C9�ANBE=6I>8��
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Controversies of M. genitalium Urethritis Tx

B Y  B R U C E  J A N C I N

EXPERT ANALYSIS FROM THE ANNUAL

CONGRESS OF THE EUROPEAN ACADEMY

OF DERMATOLOGY AND VENEREOLOGY 

GOTHENBURG, SWEDEN – The treat-
ment regimens currently recommended
for nongonococcal urethritis and cervici-
tis by the Centers for Disease Control and
Prevention have significant drawbacks
for infections caused by Mycoplasma

genitalium, according to Dr. Carin
Anagrius. 

Multiple studies – reported since the
CDC guidelines were released in 2006 –
indicate that M. genitalium is the second
most common cause of nongonococcal
urethritis (NGU), with a prevalence
about half that of Chlamydia trachomatis,
Dr. Anagrius said at the congress.

The first-line treatment options
recommended by the CDC for NGU

and presumptive treatment of cervicitis
(doxycycline and azithromycin) both
have problems, said Dr. Anagrius of Falu
Hospital in Falun, Sweden. Doxycycline
at 100 mg twice daily for 7 days has an
unacceptable eradication rate for M.
genitalium, and azithromycin in a single
1-g dose promotes emergence of
macrolide-resistant organisms. 

For this reason, she said, a revision of
the guidelines is in order. The best solu-

tion would be to elevate azithromycin
given over 5 days to preferred first-line
therapy status. This regimen consists of
500 mg of azithromycin on day 1 fol-
lowed by 250 mg on days 2-5. Studies
found it has a 95% M. genitalium eradi-
cation rate and a substantially lower risk
of inducing azithromycin resistance than
with a single 1-g dose, she said. 

An observational study by Dr. Ana-
grius and coworkers showed that eradi-
cation rates in symptomatic M. genitalium
NGU in Scandinavia were about 85% for
azithromycin 1 g and less than 30% for
doxycycline (Sex. Transm. Infect. 2008;
84:72-6). Similar rates have been con-

firmed by other investigators, she noted. 
For example, University of Mississippi

investigators randomized men with
known M. genitalium urethritis at a New
Orleans STD clinic to doxycycline (100
mg twice a day for 7 days) or
azithromycin (1 g as a single dose). The
cure rates at the first follow-up visit were
87% with azithromycin, compared with
45% with doxycycline; 47% of those who
were initially cured experienced clinical
relapse in the next 2-6 weeks (Clin.
Infect. Dis. 2009;48:1649-54).

The latest data from large population
studies suggest M. genitalium causes
about 15% of all NGU, noted Dr. Ana-
grius. Since there is as no commercially
available diagnostic assay for M.
genitalium infections, for every 1,000
patients with NGU who are treated with
doxycycline, roughly 84 will return with
persistent symptomatic M. genitalium
urethritis. However, if the 1,000 patients
were treated with single-dose azithro-
mycin at 1 g, only 18 would return with
persistent symptomatic M. genitalium
urethritis. 

Dr. Anagrius’ studies indicate roughly
70% of these unsuccessfully treated
patients would as a consequence of this
unsuccessful treatment develop resis-
tance to azithromycin in the form of a
single base mutation in domain V of the
23S rRNA gene. Extended azithromycin
as second-line therapy is unlikely to be
successful in these patients. For them the
only effective second-line antimicrobials
are moxifloxacin and gatifloxacin. And
there is as yet no third-line therapy. 

If, on the other hand, 1,000 NGU
patients were treated with 1.5 g of
azithromycin over 5 days, only 6 would
return because of persistent M. genitalium
urethritis, she said. Thus, the number of
individuals with azithromycin-resistant
M. genitalium infections would be reduced
by two-thirds, compared with the count
if azithromycin 1 g was used. 

Continued on following page

A revision of the
guidelines for
treating NGU and
cervicitis is in
order. 

DR. ANAGRIUS
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The impact of using azithromycin 1 g
as first-line therapy for NGU is illus-
trated by the markedly contrasting
prevalence of macrolide-resistant M.
genitalium in Sweden and neighboring
Denmark. In Sweden, where using 1 g
of azithromycin to treat NGU is
uncommon, Dr. Anagrius and co-
workers found the prevalence of
azithromycin resistance to be only 1.6%
among 181 patients presenting with new
confirmed M. genitalium.

In Denmark, where azithromycin 1 g
is widely prescribed as first-line therapy,
Dr. Anagrius’ Danish collaborators
found a 40% prevalence of macrolide
resistance in 415 patients presenting with
new confirmed M. genitalium urethritis. 

Dr. Anagrius noted that discussion
about screening for M. genitalium infec-
tion in asymptomatic individuals in
high-prevalence settings is starting to
occur among venereologists and public
health officials. The problem is the lack
of a commercial polymerase chain
reaction assay, which must be a high
developmental priority. In the mean-
time, Dr. Anagrius urged physicians to
“think M. genitalium” in patients with
repeated urinary tract infections,
abnormal bleeding, lower abdominal
pain, persistent discharge, epididymitis,
prostatitis, and what is often labeled
treatment-resistant candidiasis. 

And since M. genitalium NGU and
cervicitis are sexually transmitted infec-
tions, optimal care includes treatment of
the patient’s partner or partners, she
stressed. 

Dr. Anagrius disclosed having no
financial conflicts. ■
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Robotic Hysterectomy Patients: Older, Thinner

B Y  PAT R I C E  W E N D L I N G

FROM THE ANNUAL MEETING OF THE

INTERNATIONAL PELVIC PAIN SOCIETY

CHICAGO – Surgeons tended to select
women who were significantly older and
thinner and who had a smaller uterine
size for robotic total hysterectomy in a
retrospective analysis of 380 women.

Women who underwent robotic total
hysterectomy averaged 51 years of age,
compared with 44 years among women
who underwent laparoscopic total hys-
terectomy. They had a body mass index
of 27.4 vs. 29.8 kg/m2, and had a lower
uterine weight at 144 g vs. 204 g (P val-
ue less than .001 for all outcomes), Dr.
Liza Colimon and her colleagues
reported in a poster at the meeting.

Charts were reviewed for information
regarding pain levels and analgesic use
among 162 women who underwent ro-
botic total hysterectomy and 218 women
who had laparoscopic total hysterectomy
at three urban teaching hospitals in the
Southeast in 2008-2009. All surgeries were
performed by gynecologists or gyneco-
logic oncologists for benign indications.

Women undergoing laparoscopic
hysterectomy were significantly more
likely to stay in the hospital longer than

were those undergoing the robotic-assisted ap-
proach, said Dr. Colimon of the Florida Hos-
pital in Orlando. Average length of stay was
1.2 days vs. 0.7 days, respectively.

Pain levels were similar in the two groups,
but the incidence of patient-controlled
analgesia was significantly higher in the
laparoscopic group. This finding may be
because the laparoscopic group had a longer
hospital stay or surgeon preference, Dr.
Colimon suggested. ■

Major Finding: Women having robotic total hysterectomy were older
(mean, 51 vs. 44 years), had a lower BMI (27.4 vs. 29.8), and had a
lower uterine weight (144 vs. 204 g) than did women who had a
laparoscopic total hysterectomy.

Data Source: Retrospective chart review of 380 women who underwent
either robotic or laparoscopic total hysterectomy for benign indications.

Disclosures: The researchers received support from the Florida
Hospital Continuing Medical Education. Dr. Colimon disclosed no
relevant conflicts of interest.
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