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>:=	DZM		

�k	�llmnopq	nr	
pstquvw	�xllqtytvz	

YbKERK	EbRB	XKCKX	NB	SB̂X	R̂ffbKDKFNEb	FKe	]X̂Z	EffbOIENOBF[	456	789:87;<9=>?[	]ENK]	4B\KDWKX	78[	
>==@	EF]	XKIKO\K]	4B\KDWKX	>=[	>==@[	R̂WDONNK]	̂F]KX	RKINOBF	:=:gWh	BC	NJK	{K]KXEb	{BB][	5X̂Z[	EF]	
|BRDKNOI	6IN	g{5|6hM		

}K	EI~FBebK]ZK	XKIKOfN	BC	SB̂X	R̂WDORROBFR	]ENK]	QEXIJ	_7[	>==8[	QES	>?[	>==8[	ĉbS	>[	>==8	EF]	
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àUb�\UXVST]SX̂�����,��.�����)�,���(���)�,����������,�/�������,����)�,������%���,���(���)���

)�%�� ��)�,�����
��2����c��������(����)���

dZXYZ[VXa][]eR[�\UXVST]SX̂�)���%��1��3����,�)���%�����)/�,�)(�%���,�����������%����

f]XgUSReVSh�\UXVST]SX̂��(�/���,�/���)�������� �/�����%���%%����������%��(�

iej]S�̀hkgeVkX̂�2����%�������������,�2������%����������������%���������������������������

�)/���)���,���������,�)�%����,� ������,� �2��,��(/������������1������,����%%�,��(�/�/��������%����� �

�//������



����������	
���
�

����������	
�����

�������

���������������������� !�"#$%&'$(&')�*+,*�-./01���*�,��1�2�3/*�4��*�506607*8�

9�-�+*��05�.���601����65�6/5��05�:�560;+/1�<��43�2*��2��-./01*�.0�=�2/�:�:�>�0--+2�02�?�2*/*.�+?�.0�

*�3�2�6�7��@*��5.�2�4/*-01./1+�./01�05�.���42+��6�*.�40*���

��������A�4/-�./01�B+/4����*�,��1�2�3/*�4�.0�/1-02?02�.���44/./01�6�*�5�.>�/1502:�./01�/1-6+4�4�/1�

6�,�6/1���14�/*�60-�.�4��.�.����14�05�.�����-@����C1*�2.���

D��-0:?6�.�4�0+2�2�3/�7�05�.�/*�*+??6�:�1.�6��??6/-�./01<�����������	
���
<��*��:�14�4�����/*�

�??6/-�./01�/*��??203�4<��55�-./3��01�.���4�.��05�.�/*�6�..�2<�502�+*���*�2�-0::�14�4�/1�.�����2��4�+?01�

6�,�6/1��.�E.����

����5/1�6�?2/1.�4�6�,�6/1��FG�=H�:+*.�,��/4�1./-�6�.0�.����1-60*�4�6�,�6/1��F.�E.�502�.���?�-@����/1*�2.<�

.�E.�502�.���A�4/-�./01�B+/4�H��

IJ��KK'&L$M�&N��OPQ��L$MR$(O&S�$ST�UO(OV$(O&S��('$(WV)�X��U�Y�

�6��*���6*0�2�5�2�.0�>0+2�*+??6�:�1.�6�1�7�42+���??6/-�./01<�����������	
����<�4�.�4�A�>��Z<�����<�

�14�2�-�/3�4�A�>���<�����<�+14�2�*�-./01����F,H�05�.���G�[�����

D���-@1076�4���2�-�/?.�05�>0+2�*+,:/**/01*�4�.�4�\+1��]�<�������14�\+6>��Z<��������

��/*�*+??6�:�1.�6�1�7�42+���??6/-�./01�?203/4�*�502���?20?0*�4�̂/*@�_3�6+�./01��14�A/./��./01�


.2�.��>�F̂_A
H<��*�4�*-2/,�4�,�607�������?20?0*�4�̂_A
�/1-6+4�*�.���2�3/*�4�A�4/-�./01�B+/4��

/1-6+4�4�/1�����������	
���
��


�-./01�������05�.���G�[���+.�02/̀�*�G���.0�2�;+/2��.���*+,:/**/01�05���̂/*@�_3�6+�./01��14�

A/./��./01�
.2�.��>�F̂_A
H�/5�G����,�-0:�*��7�2��05�1�7�*�5�.>�/1502:�./01��14�:�@�*���

4�.�2:/1�./01�.��.�*+-����*.2�.��>�/*�1�-�**�2>�.0��1*+2��.��.�.���,�1�5/.*�05�.���42+��0+.7�/���.���2/*@*�

F*�-./01������F�HH����


/1-��=�2/�:
a�
F:�560;+/1���>420-�602/4�H�7�*��??203�4�01�A�>��<�����<�7����3��,�-0:���7�2��05���

*�2/0+*�2/*@�2�*+6./1��520:��1�/1.�2�-./01�,�.7��1�=�2/�:
a�
F:�560;+/1���>420-�602/4�H��14�

@�.0-01�̀06�<�,�*�4�01�0+2�2�3/�7�05�?��2�2�3/�7�4�:�4/-�6�6/.�2�.+2��
�
��+��.0�.���/1-2��*�4�?6�*:��

-01-�1.2�./01��14��6/:/1�./01���65�6/5��05�=�2/�:
a�
F:�560;+/1���>420-�602/4�H�506607/1��-0�

�4:/1/*.2�./01�7/.��@�.0-01�̀06�<�.���2/*@�05�b�-�?20601��./01�/*�/1-2��*�4�/5�@�.0-01�̀06��/*�.�@�1�

4+2/1��=�2/�:
a�
F:�560;+/1���>420-�602/4�H��.��2�?>�502�?20?�>6�E/*�02�.2��.:�1.�05�:�6�2/�<�02�7/.�/1�

���7��@*��5.�2�.���6�*.�40*��05�=�2/�:
a�
F:�560;+/1���>420-�602/4�H������2�502�<�7��-01*/4�2�.�/*�

/1502:�./01�.0�,��c1�7�*�5�.>�/1502:�./01d��*�4�5/1�4�/1�G������

e0+2�?20?0*�4�̂_A
<�*+,:/..�4�01�\+6>��Z<�����<��14��??�14�4�.0�.�/*�6�..�2<�/*��??203�4�������

_̂A
�-01*/*.*�05�.���A�4/-�./01�B+/4��/1-6+4�4�7/.��.�/*�6�..�2��14�.���./:�.�,6��502�*+,:/**/01�05�

�**�**:�1.*�05�.���̂_A
����

�
�̂/4././4�f���.��6��f�.0-01�̀06��/1-2��*�*�?6�*:��-01-�1.2�./01*�05��1./:�6�2/�6�:�560;+/1��/1�

���6.�>306+1.��2*��\�[6/1����2:����2�����g�]�8��������



����������	
���
�

����������	
�����

�����
�

��������������������������
����� !�"�# �!������$� ���"�����%�

�&�����"����'���!������!"�������������"�����"�(�����)��"��
*�
+��� �,�"����-!��#� ��"!�.�

/&������0�������0��"�!"#��������������������!"���"/��"�����!�!"�0���"������������!"#��"���

1�"!��"���##��!��#��2"������34�����&�5�

#&������0���������" ���������!��������!"���"/��"�����!�!"�0���"�����,�"�������6���!�#����#�"$��

�#�"������(�������!!��������#��0 "��#��

7�����,�"�������������������������������00��$�!����
���!�����#�"��������+�.+8.�"�# �!�6�"����#�"���

�����+�.+8.+9.���!�+3.6���,�"������������"�������"����������������������-�0����00��$� ����!-����

# "�"#� ���"� ���,�"��!���!�����#�"������+�.���������2"�����!����(������"�$���"������������-�"����&������

#������"��-���������,�"��������"��-�������
�������������/-�������"�������� �$����"�������"���"�# �!�!�

"�������������#��������� ���0������,�"��!���!�����#�"�����
9���!����34��8�5&��+/.+�.$"".���!�

"�# �!"�����-��0!�������������������"�������"����"�#����������� ���0����2���0��0���!&��4�" �������

#��0 -�2"����������
�������������0��$"�"����"�������+�.�#�� !����� ��"�������#�������#�"��&�

:�����"�!�-��������"���!!"�"������������������������/�"���!��##��!"�����������"����/ ��"�# �!�!�"������

�00��$�!����
6�-����������/�"�������
��������������!���-�0��0��������!"�"#��"����������

�00��$�!����
�2����-�����/�"������00 ������ ��00 "#��"�����������2�"�!"#��"��������������!��#�"/�!�

"��
�#�"��������+�.+�.+�.����4�3�&�

����"���� -�"!���"�-���/�"��"����#����"�"������
����������������0��0���!���!"�"#��"�����������

���
�2"���������  �2"���2��!"���"��/� !�#�0"�� � ����������������0���������"����0�������������/�"��"��%�

;<=�>?@A?>�BCDE�=EECEEDC;F�

;CG�EHIIJCDC;F�KLB�;<=�>?@A?>�

IBLILEC<�BCDE�DL<MKMN=FML;�

BCDE�=EECEEDC;F�

;CG�EHIIJCDC;F�KLB�O;CG�M;<MN=FML;�KLB�HECP�

KLB�;<=�>?@A?>�

BCDE�=EECEEDC;F�

IBLILEC<�BCDE�DL<MKMN=FML;�OQR�QSTUVWXWP�

Y��-���!��������/�"��� �#����"#�  -6�0 ��������!���#�0"���������
��� ���!���/�"��"���&���

NL;FC;F�LK�J=ZCJM;[�

�����������0���"/ �6�/������ �����������������������������!���������"�� �����6�0 �������/�"�������

#���������� �/� "���\���34��8�5&��+ .]�"������#����!�0��!�#�� �/� "���+
�).�������6����!��#�"/�!����

���0%		222&�!�&��$	�#	!���#���#" 	�0 &��� ������"��"!���"#� �"��#����������������# ���!� �/� "���+��̂������

����0�#(����"��������!���!"#��"���1�"!�.&�_0�����#�"0�6�2��2"  �������"�������$���"�������������"��� �

)"/���-������!"#"�������0�/ "#�!"����"���"��&�4����!�"�"�����"$��0��0����6�0 �����!��"��������"��

��/�"��"���̀EIJ�Rab�cddbaeXW�fVddUXgXSh�;<=�>?@A?>iE@jkl&m�



����������	
���
�

����������	
�����

�������

������������������������������������������������ ����!���"��������#��������## �$���������!���������������

$���������� �%� ���������!&$�&!���#!��&$�� �%� ����'
�()���!"��������$ &�������$��������##!�*�����������

�## �$�����+�

,�!-����������#!��&$�������.�(�������������������$� ���������##!�*��� �%� ������/�������������!�0&�!���

��!"���"���!����!�����#!��&$��"��%!�������������&��##!�*��������!&�+�

� �����������������&�"&���$�"# �����������,���$������1&����2��& �����������#�$������������3.2�

���+�4+����#�!��$& �!������$�!��������$�������!� �%� ��"&���$�"# ����������3.2����+�4�'�)+��� �����

�&%"���#!�#����� �%� ����!�!�*�����������5����������!�$��#���������� ����!+�

67898:;8<=>�9=:?7;=>@�

A�&�"���!�0&������*���!��$�""��������#!�#��������!��&$��!����*�!�����������#!�"������ � �%� ���+�

B����������&%"��������!�# �$�������$�*�!� ����!�!�0&���������*���!��$�""����������#!�#�����"���!�� �����

�!�����!�"�$-�&#���!"����������������!���!��$������������#�$-��������!�'�)���C�

.���������!&����"�����!������

3����!���!��!&��D*� &����������2����!$��

��*����������!&��,�!-���������*�!������������3�""&��$�������

�����E��""���� ��2����

E� ��*�  ���,����������

�

���!�0&�!���&���!����3.2�5�4+��'%)'5)'�)����&�"&����&%"������� �#!�"������ �"���!�� �����������

#�$-��������!�'�)�����������"����������� ������"���������!�#&% �$��������$$�"#������%����.�!"�.���

���5+�.�!�����!&$��������$�"# ����������.�!"�.������5������#�������������.�!"+�.�!�"�!��

����!"�������%�&���&%"����������#!�"������ �"���!�� �����������*����������!&��,�!-�������

��*�!������������3�""&��$�������'��,�3)���������+���+��*	$��!	��"�$+�

>?::?7@�:8�F?=>:F�G=7?�678H?@@;8<=>@�

�����&����&���� ����!�$�""&��$�������"#�!���������!"�������%�&��������!&��#!��&$��'�+�+����I���!�J�� ���

3�!���!��������� K� ����!)�����!�0&�����������&��&%"�����$�#��������� ����!�������������������$�#�����

������  ���������!���C�

� � � ,D�L�B3J�

� � � .���������!&����"�����!������ �


&������E����

�
���.����!��(�����

2�$-*�  ���,���������

7?687:;<M�7?NO;7?9?<:@�

L��!�"������&��������&�"&���$�"# �������!�#�!�����!�0&�!�"�������!�����##!�*��������

'���3.2�5�4+�������5�4+��)+�



����������	
���
�

����������	
�����

�������

��������������������������� �!!�"#$�%#���#����&�#��#'���(���!���#���#�)� ��"�����#������

*+��,�-�
��
��$�


�� �#�!���

./00�12203404�05067893:6�;:<317=80�21<0>�

?@!�A�&�!����"$�$��"�B�

��C������#� ��#���#�
������

������������
C� ��!������������'�D#���C!�����

�#�'� ���

?��� ���������A� #�E��!��#�'� ���

F����#���#��#���G��!���������'�(����# ��

G� !���#��H���� I��������#��

(G"
�



���������������������������������������������������������������������������������������������������������

���������������������������������������������������������������������������������������������������������

����������������������������������������������������

����������	
�	
�
�
�
����������
�
�
	�����	
��	��
��
���������
��

�
�
	�������������
�������
����
�
������
�
�
�������
�
�
�
�
	�����
�����
�	
��

����

������ �!���"�

#$�%#�%##&�



CENTER FOR DRUG EVALUATION AND 
RESEARCH

APPLICATION NUMBER:

NDA 019591/S-026&028

LABELING





����������	
���
�
����������	
�����
��������

�������������

������� �!��"#� $%� ����&&�'�� �()�#*��)+�",$ ',-# ,)��,$��&&').,*� ��!����/	0�%�,�",1� ,����. ��$,(��
 ,$$#��",$ ',-# ,)�2�3�+�)4#,���*�!��11#*#�� ��,��&�'�$, ,5�"��'! �')1! �$2�6.&�',*�� $�1)�"#1 �"�,��
(, ')�7, ���#*���-�))"�#$,���1)�1�� '� ,)�$�-� 7���������"������*�	*/�$�)7�"���'��� ,(��!�
1)�$ �� ��'! �')1! �� )�&��$*��1)�1�� '� ,)��'� ,)�)+��-)# ��� )��2�8����4#,�,-',#*�'��1��"�,����$$� ����
9��*,�# �$�7�$�+)#�"� )�-��'�(�'$,-��2��') �,��-,�",���,$��-)# ���:2�

3�+�)4#,���1')$$�$� ���&��1�� �2�6.1'� ,)��,� )�-'��$ �*,�0��&&��'$� )�-��*,�,*���;$���
<=>?@ABCDEFG�EHIJKLM�NOPQRIJS2�

TU�V��W��X�

3�+�)4#,���,$��. ��$,(��!�*� �-)�,5�"�,�� ����,(�'�-!� ���1! )1�')*���Y���$!$ �*2����(, ')���"�,��(,()�
$ #",�$�$ ')���!�$#���$ �"� �� �Z[�9�Y�,$� ���*�\)'�,$)+)'*�,�()�(�"2�

87)�*� �-)�, �$�)+�*�+�)4#,�����(��-����,"�� ,+,�"�,���#*��$2�8���*�,��*� �-)�, �%��%��]̂_�
 ',+�#)')*� �!��Y�4#,�)�,���1�'-).!�,1��1,"%�,$�,��1 ,(��,��̀ab_cdêfc�gbaĥibjfc2������$ #"!�,��
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•

•
•
•



















Cardiovascular Disorders:

Skin Disorders:

Musculoskeletal Disorders:

Respiratory Disorders:



Other Symptoms:

Clinical Reviewer’s Comment 
The changes to the ADVERSE REACTIONS were made in line with new MedRA 
terminology. The minor change to the Laboratory subsection is also acceptable. The 
Division agrees with the changes to the ADVERSE REACTIONS section. 

•

•

What are the possible side effects of Lariam? 

What are the possible side effects of Lariam? 

(b) (4)

(b) (4)



Clinical Reviewer’s Comment 
In the ADVERSE REACTIONS section of the current Lariam® Prescriber Information 
and the MEDICATION GUIDE, the adverse event, vertigo, was added to the labeling in 
the November 19, 2008 submission. Mefloquine is known to cause dizziness and other 
vestibular adverse effects such as loss of balance and these adverse effects are listed in 
the current label.
The sponsor’s Drug Safety Report No. 1030707 was reviewed with respect to the adverse 
event of vertigo.  Using the preferred term “vertigo” or “vertigo positional,” 506 cases 
of vertigo were recorded globally up to April 2008. The reports are based on voluntary 
reporting and therefore are probably an underestimate of the actual numbers.  Seventeen 
cases were reported to have vertigo associated with mefloquine with a duration greater 
than 90 days which was estimated based on the reported onset date of the event and the 
last report date since the resolution date of the event was unknown. The 17 cases had 
new/prolonged hospitalization or disability related to vertigo. In 10 of the17 cases 
vertigo was reported as “persisting” and in seven cases, the outcome was reported as 
“improved”.
The safety data provided by the sponsor from their global safety data base support the 
addition of vertigo to the drug label.  

The potential drug-drug interaction between ketoconazole and mefloquine was added to 
the MEDICATION GUIDE in the March xx, 2009 submission appropriately by the 
sponsor, since new information has been added to the WARNINGS section regarding the 
risk of this interaction. Since new safety information is being added to the MEDICATION 
GUIDE,  a Risk Evaluation and Mitigation Strategy (REMS) is also required along with 
a review of the complete MEDICATION GUIDE by the Division of Risk Assessment 
(DRISK) in OSE. Please see review regarding REMS by O. Belen MD, Deputy Director 
for Safety. 



 /s/
---------------------
Elizabeth OShaughnessy
4/3/2009 06:42:06 PM
MEDICAL OFFICER

Joette Meyer
4/4/2009 02:05:46 PM
MEDICAL OFFICER
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Dakshina Chilukuri
7/1/2009 03:39:23 PM
BIOPHARMACEUTICS

Phil Colangelo
7/8/2009 11:58:16 AM
BIOPHARMACEUTICS



/
/

bis
Plasmodium falciparum

Reviewer’s Comments: 
The sponsor has submitted 3 publications and 1 study report in support of the 
above-mentioned changes (Ridtitid et. al., J. Clin. Pharmacy and Ther., (2005), 30, 









(b) (4)

(b) (4)

(b) (4)

(b) (4)
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BIOPHARMACEUTICS

Phil Colangelo
2/27/2009 04:52:13 PM
BIOPHARMACEUTICS
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(b) (4)



bis
Plasmodium falciparum

P.
falciparum,

(b) (4)

(b)
(4)



•
•
•

(b) (4)

(b) (4)

(b) (4)





Skin Disorders:

Musculoskeletal Disorders:

Respiratory Disorders:

Other Symptoms:

•

(b) (4)

(b) (4)

(b) (4)

(b)
(4)

(b) (4)







(b) (4)

(b)
(4)





bis
Plasmodium falciparum

(b)
(4)



•
•
•

(b) (4)



(b) (4)



Cardiovascular Disorders:



Skin Disorders:

Musculoskeletal Disorders:

Respiratory Disorders:

Other Symptoms:

(b) (4)













bis
Plasmodium falciparum



Under the PRECAUTIONS/ Central and Peripheral Nervous System Effects 
subsection: 

•
•
•



(b) (4)

(b) (4)





Cardiovascular Disorders:

Skin Disorders:

Musculoskeletal Disorders:

Respiratory Disorders:

Other Symptoms:

(b) (4)
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Guidelines for Prescription Labeling and 
Consumer Medication Information for People with Vision Loss

bolded, underlined and italicized
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o

o

o



o

o

o

o

(b) (4)
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MEDICATION GUIDE 
Lariam [DRISK Comment: Applicant should provide phonetic spelling 

here] 
(mefloquine hydrochloride) 

Read this Medication Guide before you start taking Lariam and each 
time you get a refill. There may be new information. This information 
does not take the place of talking to your doctor about your medical 
condition or your treatment.  

[DRISK Comment: use this small box to prominently place certain 

important information.]  

 

  
 

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

Lariam can cause serious mental problems. Some people who take 
Lariam have sudden serious mental problems, including: 

severe anxiety 
 

hallucinations (seeing or hearing things that are not there) 
depression 
unusual behavior 
feeling confused 

  

Some people who take Lariam think about suicide   
Some people who were taking Lariam committed suicide. It is not 
known whether Lariam was responsible for those suicides.   

If you have any of these serious mental problems, you should stop 
taking Lariam and call your doctor right away. Your doctor will give you 
another medicine to prevent malaria. 

[DRISK Comment: Since the adverse event of “serious mental 
problems” is the most important information this bullet should be listed 

 It 
has important information about Lariam and should be carried with 
you at all times while you take Lariam.  

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



first.  
 

[DRISK Comment: The purpose of Patient Information is to enhance 
appropriate use and to provide important information to patients about 
medications.  This disease specific information can be placed at the end 
of the Medication Guide after the “Ingredients” section or preferably be 
addressed with the patient separately from the product specific 
information.] 

[DRISK Comment: This information does not warrant its own bullet and 
has been included under the second bullet.] 

You need to take malaria prevention medicine before you travel to a 
malaria area, while you are in a malaria area, and after you return 
from a malaria area.  

 
 

  

If you do not have access to a doctor or to another medicine and 
have to stop taking Lariam, leave the malaria area.  

 
 

Do not take Halofantrine (used to treat malaria) or Ketoconazole 
(used for fungal infections) with Lariam or within 15 weeks of your 
last dose of Lariam. You may have serious heart problems. 

[DRISK Comment: Serious and significant risk information should be 
prominently placed.  This section should include patient pertinent 
information from Boxed or Bolded Warnings in the PI.] 

 

What is Lariam? 

Lariam is a prescription medicine used to prevent and treat malaria. 
Malaria can be a life-threatening infection. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



Who should not take Lariam?  

Do not take Lariam if you have:  

depression or had depression recently  
had recent mental problems, including anxiety disorder, 
schizophrenia, or psychosis (losing touch with reality)  
seizures or had seizures (epilepsy or convulsions)  
an allergy to quinine or quinidine. See the end of this leaflet for a 
complete list of ingredients in Lariam. 

Talk to your doctor before you take Lariam if you have any of the 
conditions listed above.  

 

What should I tell my doctor before taking Lariam? 

Before Taking Lariam, tell your doctor about all your medical conditions, 
including if you have:

heart disease 
liver problems 
seizures or epilepsy  
diabetes  
blood clotting problems or take blood thinner medicines 
(anticoagulants)  
mental problems  
are pregnant or plan to become pregnant. It is not known if Lariam 
will harm your unborn baby. Talk to you doctor if you are pregnant 
or plan to become pregnant. 
are  breast-feeding  or plan to breast-feed. Lariam can pass through 
your milk and may harm your baby. Therefore, ask your doctor 
whether you will need to stop breast-feeding or use another 
medicine. 

 

Tell your doctor about all the medicines you take, including prescription 
and non-prescription medicines, vitamins, and herbal supplements. 
Lariam and other medicines may affect each other causing side effects.  

Know the medicines you take. Keep a list of them and show it to your 
doctor and pharmacist when you get a new medicine.  

Especially tell your doctor if you take: 
Ketoconazole used to treat fungal infections 
Halofantrine, quinine (Qualaquin), quinidine , chloroquine (Aralen) or 
other medicines used to treat malaria 



Anti-arrhythmic medicines, beta-adrenergic blocking medicines and 
calcium channel blockers used to treat heart problems or high blood 
pressure 
Anticonvulsants used to treat seizures 
Vaccines containing live bacteria. Your doctor may want you to finish 
receiving your vaccines at least 3 days before you start Lariam. 
Rifampin (Rifadin) used to treat infections 

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

 

  

How should I take Lariam? 

Take Lariam exactly as your doctor tells you to take it.  Your doctor 
will tell you how many Lariam to take and when to take them.  
You will start taking Lariam between 1 to 3 weeks before you travel 
to a malaria area.  

 

Continue taking Lariam for four weeks after returning from a malaria 
area. 
Lariam tablets may be crushed and mixed with a small amount of 
water, milk or other beverage.  

  
Your doctor will tell you the correct dose for your child 

based on your child’s weight.  [DRISK Comment: We added more 
specific dosing instructions  for children and people unable to swallow 
whole tablets from the PI  
If you take Lariam for a year or longer, your doctor should check 
your 

eyes, especially if you have trouble seeing while you take 
Lariam 
liver function to make sure there is no damage to your liver 

Use protective clothing, insect repellents, and bednets to protect you 
from being bitten by mosquitoes. Medicine alone does not always 
stop you from catching malaria from mosquito bites. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



What should I avoid while taking Lariam? 
Avoid activities such a driving a car or using heavy machinery until you 
know how Lariam affects you. You may feel dizzy or lose your balance,  
even after you stop taking Lariam. See “What are the possible side 
effects of Lariam?” 

 

What are the possible side effects of Lariam?  

See “What is the most important information I should know about 
Lariam?” 

Lariam may cause serious side effects, including 
convulsions (seizures) 
liver problems 
heart problems 

The most common side effects of Lariam include nausea and vomiting 
diarrhea 
abdominal pain 
dizziness 
loss of balance 
muscle pain 
headache 
sleeping problems (sleepiness, unable to sleep, bad dreams)  
fever 
chills 
skin rash 
fatigue 
loss of appetite 
ringing in your ears  
irregular heart beat 

 

[DRISK Comment: We added common side effects in patient-friendly 
language as listed in the PI. 

 
 

Tell your doctor if you have any side effect that bothers you or that does 
not go away.  These are not all the possible side effects of Lariam. For 
more information, ask your doctor or pharmacist. 
Call your doctor for medical advice about side effects. You may report 
side effects to FDA at 1-800-FDA-1088.  

(b) (4)



 

How should I store Lariam? 
Store Lariam between 59ºF to 86ºF (15ºC to 30ºC) 
Safely throw away medicine that is out of date or no longer needed. 

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

 

General information about the safe and effective use of Lariam. 

Medicines are sometimes prescribed for purposes other than those listed 
in a Medication Guide.  Do not use Lariam for a condition for which it 
was not prescribed.  Do not give Lariam to other people, even if they 
have the same symptoms that you have.  It may harm them. 

This Medication Guide summarizes the most important information 
about Lariam. If you would like more information, talk with your doctor.  
You can ask your pharmacist or doctor for information about Lariam that 
is written for health professionals.  

[DRISK Comment: Include information here on how to reach the 
manufacturer by telephone or web site.] 

 

What are the ingredients in Lariam? 
Active ingredients: mefloquine hydrochloride 
Inactive ingredients: ammonium-calcium alginate, corn starch, 
crospovidone, lactose, magnesium stearate, microcrystalline cellulose, 
poloxamer #331, and talc. 
  

Manufactured by: 
F. HOFFMANN-LA ROCHE LTD 

Basel, Switzerland 

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

 Month/Year 

Reprint of information wallet card: 

(b) (4)



 

Information Wallet Card 
Lariam  (mefloquine hydrochloride) Tablets 
It is important that you read the Medication Guide for additional information on 
Lariam.  
Carry this wallet card with you when you are taking Lariam.  

You need to take malaria prevention 
medicine before you travel to a malaria 
area, while you are in a malaria area, and 
after you return from a malaria area. 

Lariam can cause serious mental 
problems. If you take Lariam and you 
have sudden signs of serious mental 
problems (such as: severe anxiety, 

 
seeing or hearing things that are not 
there, depression, unusual behavior or 
feeling confused),  
contact a doctor right away.  

 take different medicine to 
prevent malaria.  

Other side effects from Lariam include: 
convulsions, liver problems, heart 
problems, nausea and vomiting, diarrhea, 
abdominal pain, dizziness, loss of balance, 

 
 

 

 

 

 

 

While you take Lariam, do not take: 
Halofantrine (used to treat malaria),  
Ketoconazole (used for fungal 
infections),  
quinine (Qualaquin) or quinidine 
(used to treat malaria)  
chloroquine (Aralen) (used to treat 
malaria)  

Avoid activities such as driving a car or 
using heaving machinery until you know 
how Lariam affects you. 

 
 If you have any 

serious side effect, and can not get 
another medicine, leave the malaria 
area.  

 
 

  

Call your doctor for medical advice 
about side effects.   

You may report side effects to FDA at  
1-800-FDA-1088.          

 

 

[DRISK Comment: The wallet card was revised to include the most 
important information about Lariam and reflect our revisions in the 
Medication Guide.]  
 

(b) (4)

(b) (4)

(b) (4)
(b) (4)

(b) (4)

(b) (4)

(b) (4)



[DRISK Comment: The manufacturer information was moved to the end 
of the Medication Guide since the wallet card is an attachment that will 
be removed from the rest of the document.] 
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Robin E Duer
4/30/2009 03:43:39 PM
DRUG SAFETY OFFICE REVIEWER

Jodi Duckhorn
4/30/2009 03:54:03 PM
DRUG SAFETY OFFICE REVIEWER
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Please refer to your May 26, 2009 submission. We have reviewed the Medication Guide 
(MG) for Lariam and have attached the revised the MG.  Please submit the MG (exactly 
as attached). 

We are providing the above information by email for your convenience.  Contact me at  
301-796-1939 if you have any questions regarding the contents of this transmission.  
Thank you. 

Regards, 

Hyun Son, Pharm. D. 
Acting Safety Regulatory Project Manager 
Division of Special Pathogen and Transplant  
    Products 
FDA/CDER/OND/OAP 
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MEDICATION GUIDE 
Lariam (LAH-ree-am)

(mefloquine hydrochloride) 
Tablets  

Read this entire Medication Guide before you start taking Lariam and each time 
you get a refill. There may be new information. This information does not take 

the place of talking to your doctor about your medical condition or your 
treatment.  

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

Lariam can cause serious mental problems. 

• Some people who take Lariam have sudden serious mental problems, 
including:
• severe anxiety 
• paranoia (feelings of mistrust towards others) 
• hallucinations (seeing or hearing things that are not there) 
• depression 
• feeling restless 
• unusual behavior 
• feeling confused 

In some patients these serious side effects can go on after Lariam is stopped.  
• Some people who take Lariam think about suicide (putting an end to their 

life). Some people who were taking Lariam committed suicide. It is not 
known whether Lariam was responsible for those suicides.  

If you have any of these serious mental problems, or you develop other 
serious side effects or mental problems, you should call your doctor right 
away as it may be necessary to stop taking Lariam and use another medicine 
to prevent malaria. 
You need to take malaria prevention medicine before you travel to a 
malaria area, while you are in a malaria area, and after you return 
from a malaria area. If you are told by a doctor to stop taking Lariam 
because of the side effects or for other reasons, you will need to take another 
malaria medicine.  

Your doctor or pharmacist will give you an Information Wallet Card 
along with this Medication Guide.  It has important information 
about Lariam and should be carried with you at all times while you 
take Lariam.  
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If you do not have access to a doctor or to another medicine and have to 
stop taking Lariam, leave the malaria area and contact a doctor as soon as 
possible because leaving the malaria area may not protect you from getting 
malaria. You will still need to take a malaria prevention medicine for another 
4 weeks.  

• Do not take halofantrine (used to treat malaria) or ketoconazole (used for 
fungal infections) with Lariam or within 15 weeks of your last dose of Lariam. 
You may have serious heart problems that can lead to death. Do not take 
quinine (Qualaquin) or quinidine (used to treat malaria or irregular heart 
beat) with Lariam. You may have serious heart problems. 

• Do not take quinine (Qualaquin) or chloroquine (Aralen) (used to treat 
malaria) with Lariam. You may have a greater risk for convulsions (seizures). 

What is Lariam? 
Lariam is a prescription medicine used to prevent and treat malaria. Malaria can 
be a life-threatening infection. Lariam does not work for all types of malaria. 

It is not known if Lariam is safe and effective in children under 6 months old for 
the treatment of malaria. 

Who should not take Lariam?  
Do not take Lariam if you have:  
• depression or had depression recently  
• had recent mental problems, including anxiety disorder, schizophrenia, or 

psychosis (losing touch with reality)  
• seizures or had seizures (epilepsy or convulsions)  
• an allergy to quinine, quinidine, Lariam or any ingredients in Lariam. See the 

end of this Medication Guide for a complete list of ingredients in Lariam. 

Talk to your doctor before you take Lariam if you have any of the conditions 
listed above.  
What should I tell my doctor before taking Lariam? 
Before taking Lariam, tell your doctor about all your medical 
conditions, including if you have:
• heart disease 
• liver problems 
• seizures or epilepsy  
• diabetes  
• blood clotting problems or take blood thinner medicines (anticoagulants)  
• mental problems  
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• are pregnant or plan to become pregnant. It is not known if Lariam will harm 
your unborn baby. Talk to you doctor if you are pregnant or plan to become 
pregnant. 

• Use birth control while you take Lariam and for 3 months after you stop  
• Lariam. If you have an unplanned pregnancy, talk to your doctor right  
• away. 

• are breast-feeding or plan to breast-feed. Lariam can pass through your milk 
and may harm your baby.  ask your doctor whether you will need 
to stop breast-feeding or use another medicine. 

After leaving a malaria area, if you have a fever contact your doctor 
right away. 

Tell your doctor about all the medicines you take, including prescription 
and non-prescription medicines, vitamins, and herbal supplements. Lariam and 
other medicines may affect each other causing side effects.  
Know the medicines you take. Keep a list of them and show it to your doctor and 
pharmacist when you get a new medicine.  
Especially tell your doctor if you take: 
• ketoconazole used to treat fungal infections
• halofantrine, quinine (Qualaquin), quinidine , chloroquine (Aralen) or other 

medicines used to treat malaria 
• anti-arrhythmic medicines, beta-adrenergic blocking medicines and calcium 

channel blockers used to treat heart problems or high blood pressure 
• antihistamines or H1-blocking agents used to treat allergies 
• tricyclic antidepressants used to treat depression 
• phenothiazines used to treat mental problems 
• anticonvulsants used to treat seizures 
• vaccines containing live bacteria. Your doctor may want you to finish 

receiving your vaccines at least 3 days before you start Lariam.  
• rifampin and rifampin containing products (Rifadin, Rifamate, Rifater, 

Rimactane) used to treat infections 
Ask your doctor or pharmacist for a list of these medicines if you are not sure. 
How should I take Lariam? 
• Take Lariam exactly as your doctor tells you to take it.  Your doctor will tell 

you how many Lariam to take and when to take them.  
• You will start taking Lariam to prevent malaria between 1 to 3 weeks before 

you travel to a malaria area.  
• Take Lariam just after eating your main meal and with at least one cup (8 

ounces) of water.  
• Do not take Lariam on an empty stomach. 

(b) (4)



NDA 19-591/S-026 
Page 5 

• If you vomit after taking Lariam, call your healthcare provider to see if you 
should take another dose.   

• Continue taking Lariam for four weeks after returning from a malaria area.
• Lariam tablets may be crushed and mixed with a small amount of water, milk 

or other beverage for children or other people unable to swallow Lariam 
whole. Your doctor will tell you the correct dose for your child based on your 
child’s weight.  

• If you take Lariam for a year or longer, your doctor should check your 
• eyes, especially if you have trouble seeing while you take Lariam 
• liver function to see if there  has been damage to your liver 

• Use protective clothing, insect repellents, and bednets to protect you from 
being bitten by mosquitoes. Medicine alone does not always stop you from 
catching malaria from mosquito bites. 

What should I avoid while taking Lariam? 
Avoid activities such as driving a car or using heavy machinery or other activities 
needing alertness and careful movements (fine motor coordination) until you 
know how Lariam affects you. You may feel dizzy or lose your balance.  This 
could happen for months after you stop taking Lariam. See “What are the 
possible side effects of Lariam?”

What are the possible side effects of Lariam?  
Also see “What is the most important information I should know about Lariam?” 
Lariam may cause serious side effects, including: 

• convulsions (seizures) 
• liver problems 
• heart problems 

The most common side effects of Lariam include
• nausea  
• vomiting 
• diarrhea
• abdominal pain 
• dizziness or loss of balance (vertigo), which may continue for months after 

Lariam is stopped 
• headache 
• sleeping problems (sleepiness, unable to sleep, bad dreams)  

The most common side effects in people who take Lariam for treatment 
include:

• fever
• chills
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• skin rash 
• fatigue 
• loss of appetite 
• ringing in the ears 
• irregular heart beat 

Tell your doctor if you have any side effect that bothers you or that does not go 
away.  These are not all the possible side effects of Lariam. For more 
information, ask your doctor or pharmacist. 
Call your doctor for medical advice about side effects. You may report side 
effects to FDA at 1-800-FDA-1088.  

How should I store Lariam? 
• Store Lariam between 59ºF to 86ºF (15ºC to 30ºC) 
• Safely throw away medicine that is out of date or no longer needed. 
Keep Lariam and all medicines out of the reach of children. 

General information about the safe and effective use of Lariam. 
Medicines are sometimes prescribed for purposes other than those listed in a 
Medication Guide.  Do not use Lariam for a condition for which it was not 
prescribed.  Do not give Lariam to other people, even if they have the same 
symptoms that you have.  It may harm them. 

This Medication Guide summarizes the most important information about Lariam. 
If you would like more information, talk with your doctor.  You can ask your 
pharmacist or doctor for information about Lariam that is written for health 
professionals.

If you have any questions or would like more information about 
Lariam, you can call Roche, the manufacturer of Lariam, at 1-800-526-
6367.

What are the ingredients in Lariam? 
Active ingredients: mefloquine hydrochloride 
Inactive ingredients: ammonium-calcium alginate, corn starch, crospovidone, 
lactose, magnesium stearate, microcrystalline cellulose, poloxamer #331, and 
talc. 
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Manufactured by: 

F. HOFFMANN-LA ROCHE LTD 
Basel, Switzerland 

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

Reprint of information wallet card: 

(b) (4)
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Information Wallet Card 
Lariam  (mefloquine hydrochloride) Tablets 
It is important that you read the entire Medication Guide for additional information on Lariam.  
Carry this wallet card with you when you are taking Lariam. 

You need to take malaria prevention 
medicine before you travel to a malaria 
area, while you are in a malaria area, and 
after you return from a malaria area. 

Lariam can cause serious mental 
problems in some people. If you take 
Lariam and you have sudden signs of serious 
mental problems (such as: severe anxiety, 
feelings of mistrust towards others, seeing or 
hearing things that are not there, depression, 
unusual behavior or feeling confused), you 
should contact a doctor right away as it may 
be necessary to stop taking Lariam and take 
different medicine to prevent malaria.  

Other side effects from Lariam may 
include: convulsions, liver problems, and heart 
problems.  The most common side effects of 
Lariam include nausea, vomiting, diarrhea, 
abdominal pain, dizziness or loss of balance 
(vertigo) which may continue for months after 
Lariam is stopped, headache, and sleeping 
problems (sleepiness, unable to sleep, bad 
dreams).

While you take Lariam, do not take: 
• Halofantrine (used to treat malaria), 
• Ketoconazole (used for fungal 

infections),  
• Quinine (Qualaquin) or quinidine 

(used to treat malaria or irregular 
heart beat)  

• Chloroquine (Aralen) (used to treat 
malaria)

Avoid activities such as driving a car or using 
heavy machinery or other activities needing 
alertness and careful movements (fine motor 
coordination) until you know how Lariam 
affects you. 

Other medicines are approved in the United 
States for malaria prevention.  However, not 
all malaria medicines work equally well in 
different malaria areas.  Before you travel, 
talk to your doctor about your travel plans.   

If you have any serious side effects, and 
cannot get another medicine, leave the 
malaria area and contact a doctor as soon as 
possible because leaving the malaria area 
may not protect you from getting malaria.  
You will still need to take a malaria 
prevention medicine. 

Call your doctor for medical advice about 
side effects. 

You may report side effects to FDA at  
1-800-FDA-1088.          
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADM NISTRATION
REQUEST FOR CONSULTATION

TO (Division/Office):
DDMAC
Paul Loebach

FROM: Division of Special Pathogen and Transplant Products  
Hyun Son, Pharm.D., Acting Safety Project Manager  
301-796-1939

DATE
May 1, 2009 

IND NO. NDA NO. 

19-591/S-026
TYPE OF DOCUMENT 

SLR
DATE OF DOCUMENT 

November 19, 2008 

NAME OF DRUG  
Lariam (mefloquine hydrochloride) 

PRIORITY CONSIDERATION 
Standard 

CLASSIFICATION OF DRUG 
Antimalarial 

DESIRED COMPLETION DATE 
May 15, 2009 

NAME OF FIRM: Roche 

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY

  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

III. BIOPHARMACEUTICS

  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

IV. DRUG EXPERIENCE

  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   PRECLINICAL 

COMMENTS/SPECIAL INSTRUCTIONS: Please review the proposed Medguide for Lariam. The MedGuide was reviewed by DRISK (review 
in the eRoom).  Because this drug interaction will be included in the label as a new safety information, we have requested the 
sponsor to submit a MG only REMS for this product. Once the REMS is submitted, we’ll forward that to you as well. Please let 
me know if you need access to the eRoom. Thank you.  

SIGNATURE OF REQUESTER 
Hyun Son, Pharm.D.

METHOD OF DELIVERY (Check one) 
e-mail   DFS         HAND 

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADM NISTRATION
REQUEST FOR CONSULTATION

TO (Division/Office):
Office of Surviellence and Epidemiology 
DRISK

FROM: Division of Special Pathogen and Transplant Products  
Hyun Son, Pharm.D., Acting Safety Project Manager  
301-796-1939

DATE
March 27, 2009 

IND NO. NDA NO. 

19-591/S-026
TYPE OF DOCUMENT 

SLR
DATE OF DOCUMENT 

November 19, 2008 

NAME OF DRUG  
Lariam (mefloquine hydrochloride) 

PRIORITY CONSIDERATION 
Standard 

CLASSIFICATION OF DRUG 
Antimalarial 

DESIRED COMPLETION DATE 
April 30, 2009 

NAME OF FIRM: Roche 

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY

  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

III. BIOPHARMACEUTICS

  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

IV. DRUG EXPERIENCE

  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   PRECLINICAL 

COMMENTS/SPECIAL INSTRUCTIONS: Please review the proposed PI and the proposed Medguide for Lariam. The MedGuide will need to 
be revised as a whole (MedGuide included with PI before FDAAA was initiated). Because this drug interaction will be included 
in the label as a new safety information, we will be requesting the sponsor to submit a MG only REMS for this product. Once 
the REMS is submitted, we’ll forward that to you as well. I have placed the proposed PI and the proposed MedGuide in the 
eRoom link below. Please let me know if you need access to the eRoom. Thank you.  

SIGNATURE OF REQUESTER 
Hyun Son, Pharm.D.

METHOD OF DELIVERY (Check one) 
e-mail   DFS         HAND 

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADM NISTRATION
REQUEST FOR CONSULTATION

TO (Division/Office):
Office of Surviellence and Epidemiology 
DRISK

FROM: Division of Special Pathogen and Transplant Products  
Hyun Son, Pharm.D., Acting Safety Project Manager  
301-796-1939

DATE
February 17, 2009 

IND NO. NDA NO. 

19-591/S-026
TYPE OF DOCUMENT 

SLR
DATE OF DOCUMENT 

November 19, 2008 

NAME OF DRUG  
Lariam (mefloquine hydrochloride) 

PRIORITY CONSIDERATION 
Standard 

CLASSIFICATION OF DRUG 
Antimalarial 

DESIRED COMPLETION DATE 
February 27, 2009 

NAME OF FIRM: Roche 

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY

  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

III. BIOPHARMACEUTICS

  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

IV. DRUG EXPERIENCE

  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   PRECLINICAL 

COMMENTS/SPECIAL INSTRUCTIONS: Please review the labeling supplement for Lariam which incorporates the word “vertigo” into the PI 
and the medication guide of the product.  This is not a FDAAA related labeling change and there is no REMS for this product. 
DSPTP Medical reviewer is in agreement with the proposed sponsor labeling. 
Below is the link to the submission. Please forward any questions to me or Ozlem Belen. Thank you. 
\\Fdswa150\nonectd\N19591\S 026\2008-11-19
SIGNATURE OF REQUESTER 
Hyun Son, Pharm.D.

METHOD OF DELIVERY (Check one) 
e-mail   DFS         HAND 
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