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opportunity to continue or begin treatment with gabapentin. In this optional open-

label phase, patients were titrated to 1200 mg/day gabapentin and subsequent dosage 

adjustments were made at the discretion of the investigator (treating physician) in the 

range of 600 to 2400 mg/day. Thus, the doses of gabapentin were not titrated to any 

explicit fixed endpoint either related to daily dosage or to a specific clinical outcome. 

As in 945-05, the primary efficacy endpoint was reduction in partial seizures from 

baseline to treatment. Results demonstrated that patients originally assigned to 

placebo in the double-blind phase and treated with open-label gabapentin in the open-

label phase experienced a reduction in seizures as measured by response ratio and 

responder rate. In those patients who received one of three gabapentin dosages (600, 

1200 or 1800 mg/day) in the double-blind phase and were then treated with 600 to 

2400 mg/day gabapentin in the open-label phase, the response ratio2 values were 

similar (-0.139 in the double-blind phase and -0.136 in open-label phase; where a 

more negative value indicates greater reduction in seizures. In this same group of 

patients (gabapentin in both double-blind and open-label phases), responder rates 

were also similar between the two phases (19% in the double-blind phase and 20% in 

the open-label phase). These results do not inform the dose-response relationship for 

gabapentin at doses above 1800 mg/day. In addition to the limitations of the study 

design identified above (lack of randomization, introduction of bias), patients were 

neither titrated to fixed doses of gabapentin nor were they titrated to a pre-specified 

clinical endpoint.  
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Study 
Number 
(author) 

Condition 
Treated 

Study Design Groups- 
Target 
Doses 
(mg/d) 

Results* 
 

Evidence 
Level** 

Dose-response 
relationship 
demonstrated at 
doses > 1800 
mg/day? 

945-411 
(Gomez-
Perez, 
2004)8 
 

DPN Randomized, 
open-label 
study; optional 
dose titration 

GBP-900 
GBP-up to 
3600 

GBP-3600 superior to 
GBP-900 in reduction 
of final mean weekly 
pain score compared 
to baseline (P) 

B No 
(trial design does not 
all for efficacy 
comparisons between 
various GBP 
dosages) 

A945-1008 DPN Randomized, 
double-blind 
study; forced 
dose titration 

PLC 
GBP-3600 

GBP superior to PLC 
in reduction of final 
mean weekly pain 
score compared to 
baseline (P) 

A No 
(use of a single GBP 
dosage and forced 
dose titration design 
do not allow for 
establishment of a 
dose-response effect) 

* Entries reflect primary efficacy outcomes and outcomes that relate to dose-related differences between groups; P-
primary endpoint; S-secondary endpoint; N-not a prespecified analysis 
** A-randomized, double-blind, placebo-controlled trial of good design; B-Cohort study of good design, and randomized, 
placebo-controlled trials with mild to moderate design flaws; C-comparative studies, case series, poor-quality cohort 
studies, and randomized controlled trials with major design flaws 
OL-open label; GBP-gabapentin; PLC-placebo; CBZ-carbamazepine; PHN-post-herpetic neuralgia; DPN-diabetic 
peripheral neuropathy 

 















































http://www.fda.gov/Cber/gdlns/exposure.htm
www.ich.org/LOB/media/MEDIA480.pdf%20-%20accessed%207/29/08
www.pfizer.com/files/products/uspi_neurontin.pdf
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Appendix A �± Publications for Brian Alldredge 
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http://www.webmm.ahrq.gov/perspective.aspx?perspectiveID=22
http://www.webmm.ahrq.gov/case.aspx?caseID=149


 

 - 60 - 



 

 - 61 - 

Garcia PA, Alldredge BK. Medication-associated seizures. In: Seizures: Medical 
Causes and Management. Delanty N, ed. Humana Press; Philadelphia, 2002. 

 
(22) Alldredge BK. Treatment of status epilepticus. In: Antiepileptic Drugs, Fifth 

Edition. Levy RH, Mattson RH, Meldrum BS, Perucca E, eds. Raven Press; New 
York, NY, 2002. 
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Appendix B �± Page 31 of RR 720-03779 
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Appendix C �± List of documents reviewed and provided by Greene & Hoffman 
 
Research Reports 
 

1. 4192-00446 
2. 430-00124 
3. 720-02801 
4. 720-02816 
5. 720-03495 
6. 720-03497 
7. 720-03675 
8. 720-03779 
9. 720-03849 
10. 720-04130 
11. 720-30154 
12. 724-00134 
13. 995-00057 
14. PFIZER_LKNAPP_0062214 

 
Marketing Documents 
 

1. Janeth Turner-Depo Ex. 22 
2. Janeth Turner-Depo Ex. 43 
3. Janeth Turner-Depo Ex. 44 
4. MAC_E_0020200 
5. MAC_E_0026142 
6. MAC_E_0026142 
7. MAC_E_0026749 
8. MAC_E_0026749 
9. MAC_E_0030072 
10. MCLEAN 0003873 
11. MCLEAN 0010168 
12. MCLEAN 0010647 
13. MCLEAN 0012404 
14. MCLEAN 0012596 
15. MCLEAN_0003873 
16. MCLEAN_0010168 
17. MCLEAN_0010647 
18. MCLEAN_0012404 
19. MCLEAN_0012596 
20. MDL_VENDORS_057666 
21. MDL_VENDORS_057687 
22. MDL_VENDORS_064551 
23. MDL_VENDORS_079295 
24. MDL_VENDORS_084471 
25. MDL_VENDORS_094765 
26. MDL_VENDORS_114015 
27. MDL_VENDORS_114068 
28. MOSES0711-MOSES0744 
29. PFIZER_AGARRITY_0002142 
30. PFIZER_AMISHRA_0002767 
31. PFIZER_AMISHRA_0003997 
32. PFIZER_AZEUSCHER_0003320 
33. PFIZER_BPARSONS_0089829 
34. PFIZER_BPARSONS_0089829 
35. PFIZER_BPARSONS_0096598 
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36. PFIZER_BPARSONS_0096598 
37. PFIZER_BPARSONS_0133840 
38. PFIZER_CGLOVER_00001291 
39. PFIZER_DPROBERT_0000206 
40. PFIZER_DPROBERT_0000206 
41. PFIZER_DPROBERT_0014874 
42. PFIZER_DPROBERT_0014874 
43. PFIZER_JSU_0018730 
44. PFIZER_JSU_0018730 
45. PFIZER_JSU_0032011 
46. PFIZER_LALPHS_0013849 
47. PFIZER_LALPHS_0013849 
48. PFIZER_LALPHS_0014014 
49. PFIZER_LALPHS_0014014 
50. PFIZER_LALPHS_0059706 
51. PFIZER_LCASTRO_0001527 
52. PFIZER_LCASTRO_0004053 
53. PFIZER_LCASTRO_0004053 
54. PFIZER_LCASTRO_0005618 
55. PFIZER_LCASTRO_0005618 
56. PFIZER_LCASTRO_0006149 
57. PFIZER_LCASTRO_0006580 
58. PFIZER_LCASTRO_0011563 
59. PFIZER_LCASTRO_0011772 
60. PFIZER_LCASTRO_0012537 
61. PFIZER_LCASTRO_0039757 
62. PFIZER_LCASTRO_0078470 
63. PFIZER_LCASTRO_0085964 
64. PFIZER_LESLIETIVE_0014606 
65. PFIZER_LESLIETIVE_0038508 
66. PFIZER_LKNAPP_0009569 
67. PFIZER_LKNAPP_0023329 
68. PFIZER_LKNAPP_0023329 
69. PFIZER_LKNAPP_0023336 
70. PFIZER_LKNAPP_0023646 
71. PFIZER_LKNAPP_0023646 
72. PFIZER_LKNAPP_0026472 
73. PFIZER_LKNAPP_0036007 
74. PFIZER_LKNAPP_0036007 
75. PFIZER_LKNAPP_0048180 
76. PFIZER_LKNAPP_0048180 
77. PFIZER_LKNAPP_0068394 
78. PFIZER_LLAMOREAUX_0000682 
79. PFIZER_LLAMOREAUX_0000682 
80. PFIZER_MPATEL_0146433 
81. PFIZER_MYODER_0000652 
82. PFIZER_MYODER_0000814 
83. PFIZER_MYODER_0000985 
84. PFIZER_MYODER_0001022 
85. PFIZER_RGLANZMAN_0096016 
86. PFIZER_RGLANZMAN_0096016 
87. PFIZER_RGLANZMAN_0096071 
88. PFIZER_RGLANZMAN_0096071 
89. PFIZER_RGLANZMAN_0133526                                           
90. PFIZER_RGLANZMAN_0157387 
91. PFIZER_RGLANZMAN_0157387 
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92. RELATOR01594 
93. SH_0036543 
94. SH_0064559.0093275 
95. SH_0064559.0093289 
96. WLC_CBU_004837 
97. WLC_CBU_012963 
98. WLC_CBU_012963 
99. WLC_CBU_076620 
100. WLC_CBU_079302 
101. WLC_CBU_086362 
102. WLC_CBU_092879 
103. WLC_CBU_115481 
104. WLC_CBU_164376 
105. WLC_CBU_164409 
106. WLC_CBU_164507 
107. WLC_CBU_175606 
108. WLC_CBU_175623 
109. WLC_CBU_175636 
110. WLC_FRANKLIN_0000033115 
111. WLC_FRANKLIN_0000036620 
112. WLC_FRANKLIN_0000038571 
113. WLC_FRANKLIN_0000039745 
114. WLC_FRANKLIN_0000041545 
115. WLC_FRANKLIN_0000041586 
116. WLC_FRANKLIN_0000052175 
117. WLC_FRANKLIN_0000056145 
118. WLC_FRANKLIN_0000056218 
119. WLC_FRANKLIN_0000060466 
120. WLC_FRANKLIN_0000067667 
121. WLC_FRANKLIN_0000068461 
122. WLC_FRANKLIN_0000069350 
123. WLC_FRANKLIN_0000069499 
124. WLC_FRANKLIN_0000071334 
125. WLC_FRANKLIN_0000071334 
126. WLC_FRANKLIN_0000071419 
127. WLC_FRANKLIN_0000080451 
128. WLC_FRANKLIN_0000080451  
129. WLC_FRANKLIN_0000080480 
130. WLC_FRANKLIN_0000082575 
131. WLC_FRANKLIN_0000093580 
132. WLC_FRANKLIN_0000095650 
133. WLC_FRANKLIN_0000112204 
134. WLC_FRANKLIN_0000130292 
135. WLC_FRANKLIN_0000158566 
136. WLC_FRANKLIN_0000164694 
137. WLC_FRANKLIN_0000170453 
138. WLC_FRANKLIN_0000174950 
139. WLC_FRANKLIN_0000177155 
140. WLC_FRANKLIN_0000177446 




