Errata to FDA’s Briefing Document

1.  Cover Sheet.  

a. Line 8: typographical error, should read Bristol-Myers-Squibb

b. Line 13: typographical error, should read 500 mg
c. Line 17: omitted indication, should include improvement in physical function
2. Page 11.

Paragraph 4, line 6, should read as follows:

The inhibition of radiographic progression was assessed using radiographs of subjects’ hands, wrists and feet and quantifying the differences between baseline and 1 year (or study termination).  Structural damage was quantified using the Genant-modified Sharp score.  The total Genant-modified Sharp score ranges from 0 (no radiographic damage) to 290 (worst possible radiographic damage) and is the sum of the erosion score (range 0-145) and the joint space narrowing score (range 0-145).
3.  Page 14.
Paragraph 5, Line 1, should read as follows:  
“Radiographs of the hands, wrists and feet were performed on all subjects at Days 1 and 360.”  
4.  Page 18.

a. Paragraph 1, Line 1, should read as follows:
“…joint damage with a mean Total Genant-modified Sharp Score of ~44.”

      b. Table 4, Row 4, Column 2,  typographical error, should read as follows:

	
	Abatacept 

10 mg/kg + MTX

(n=115)
	Abatacept 

2 mg/kg + MTX

(n=105)
	Placebo + MTX

(n=119)

	Duration of RA 

(years, mean ± SD)
	
	
	

	   Mean ± SD
	10 ± 10
	10 ± 8
	9 ± 8

	Swollen joints (mean ± SD)
	21 ± 8
	20 ± 9
	22 ± 9

	Tender joints (mean ± SD)
	31 ± 12
	28 ± 12
	29 ± 13

	
	
	
	


5.  Page 32.

Paragraph 2, Line 4, should read as follows:

“…and Total Genant-modified Sharp score of 32.”

6.  Page 36. 

Table 24, Row3, Columns 2 and 3, typographical error, should read as follows:

	
	Abatacept + MTX

(n=391)
	Placebo + MTX

(n=195)

	Baseline mean ± SD
	22u ± 18
	22u ± 19

	Mean change from baseline (± SD)
	0.63u ± 1.77
	1.14u ± 2.81

	Median change from baseline (25th-75th % range)
	0 (0-1.02)
	0.27 (0-1.27)

	       p-value
	p<0.03
	


7. Page 37.
Table 25, Row 4, Columns 3 and 4, typographical error, should read as follows:

	
	
	Abatacept

(n=424)
	Placebo

(n=214)

	Erosion Score 


	n
	406
	204

	
	Baseline Mean (SD)
	22u ± 18
	22u ± 19

	
	Mean Change from baseline (SD)
	0.59u ± 2.31
	1.24u ± 2.95

	
	Median Change from baseline (range)
	0 (0-1.02)
	0.27 (0-1.30)

	*Subjects without baseline radiographs were not included


8. Page 47.
Paragraph 1, Line 9, typographical error, should read as follows:

“…(Table 34) and improvement  in Total Genant-modified Sharp Score from baseline (Table 35).”
9.  Page 74.
Table 57, typographical errors, should read as follows:

	
	Number of Subjects

(%; n of subgroup)

	Background RA Therapy
	Abatacept
	95% CI
	Placebo
	95% CI

	Total in Biologic Subgroup
	-0.33 (n=103)
	-0.44,-0.21
	-0.23  (n=64)
	-0.38,-0.07

	     Etanercept
	-0.34 (n=66)
	-0.49,-0.19
	-0.11  (n=42)
	-0.30,-0.08

	     Infliximab
	-0.09 (n=20)
	-0.32,-0.13
	-0.50  (n=5)
	-1.58,0.58

	     Adalimumab
	-0.14 (n=11)
	-0.55,-0.27
	-0.20  (n=10)
	-0.48,-0.09

	     Anakinra
	-0.40 (n=13)
	0.70,-0.09
	-0.59  (n=10)
	-1.06,-0.13

	
	
	
	
	

	Total in Non-Biologic Subgroup
	-0.47 (n=845)
	-0.52,-0.43
	-0.26 (n=413)
	-0.32,-0.20

	     MTX
	-0.49 (n=681)
	-0.54,-0.44
	-0.26 (n=331)
	-0.33,-0.19

	     Hydroxychloroquine/

     Chloroquine
	-0.47 (n=193)
	-0.56,-0.38
	-0.36 (n=123)
	-0.46,-0.25

	     Sulfasalazine
	-0.46 (n=136)
	-0.56,-0.36
	-0.24 (n=71)
	-0.39,-0.10

	     Leflunomide
	-0.39 (n=106)
	-0.50,-0.28
	-0.21 (n=59)
	-0.42,-0.00

	     1 DMARD
	-0.48 (n=588)
	-0.53,-0.43
	-0.24 (n=253)
	-0.32,-0.16

	     2 DMARDs
	-0.46 (n=201)
	-0.55,-0.37
	-0.29 (n=122)
	-0.42,-0.17

	     3 DMARDs
	-0.49 (n=45)
	-0.65,-0.33
	-0.20 (n=31)
	-0.39,-0.01

	     4 DMARDs
	-0.55 (n=10)
	-0.89,-0.21
	-0.75 (n=6)
	-1.68,0.18


10.  Page 76.
Paragraph 3, Line 4, typographical error, should read as follows:

“…greatest degree in the placebo arm (31%).”

11. Page 94.
Table 71, Row 7, Column 2, typographical error, should read as follows:

	
	N (95% CI)

	
	Trial Observed Events
	RA Observational Cohorts
	SEER

	
	Abatacept

(n=1955)
	BC

(n=12337)
	NOAR

(n=998)
	NDB

(n=10499)
	PharMetrics
(n=52444)
	

	Overall malignancy
	24

(15.4-35.7)
	41.6

(35.5-49.3)
	NA


	43.4

(35.8-54.5)
	70

(55.4-89.8)
	NA

	Overall malignancy (excluding non-melanoma skin cancer)
	10

(4.8-18.4)
	30.2

(25.1-36.8)
	13.1

(6.6-28.9)
	NA
	50.2

(38.3-66.9)
	12.66

(12.6-12.7)

	Breast
	1

(0-0-5.6)
	5.8

(3.8-7.8)
	3.75

(1.2-12.6)
	4.71

(3.1-7.6)
	10.86

(7.2-17.7)
	3.42

(3.4-3.5)

	Lung
	4

(1.1-10.2)
	4.4

(2.8-7.1)
	2.07

(0.46-9.9)
	1.57

(0.8-3.6)
	5.6

(2.6-12.8)
	1.77

(1.7-1.8)

	Lymphoma
	1

(0-5.6)
	1.05

(0.4-2.9)
	1.29

(0.27-7.2)
	1.37

(0.5-4.2)
	4.52

(2.18-10.2)
	0.47

(0.46-0.48)


12.  Page 98.
Paragraph 2, Line 9, omitted words, should read as follows:

”…received mammograms at baseline, 1year, and annually thereafter.”

 13.  Page 103.
Paragraph 1, line 4, updated information has shown that the placebo-treated subject was HIV-negative.

14. Page 9.

Table 1, Row 1, Column 5, should read as follows:
	Study 

Phase
	Study Design


	Background RA Therapy
	Control Subjects (n)
	Number of Subjects Treated with Abatacept

         Tiered- dose             Other  Doses

       or 10 mg/kg               (mg/kg)
	Total

	IM101100*

Phase IIb
	Randomized, dose-ranging, placebo-controlled, double-blind
	Day 1-180: MTX (10-30 mg/week)

Day 181-360: Adjustment allowed 

(+1 non-biologic DMARD)
	119
	115
	105

(2.0)
	339

	IM101101*

Phase IIb
	Randomized, placebo-controlled, double-blind
	Day 1-180: etancercept (25 mg/BIW)

Day 181-360: Adjustment allowed

(-etan, +1 non-biologic DMARD)
	36
	0
	85

(2.0)
	121

	IM101102*

Phase III
	Randomized, placebo-controlled, double-blind
	Day 1-169: MTX (10-30 mg/week)

Day 170-365: Adjustment allowed 

(+1 non-biologic DMARD)
	219
	433
	0
	652

	IM101029*

Phase III
	Randomized, placebo-controlled, double-blind
	Day 1-169: any non-biologic DMARD and/or anakinra


	133
	258
	0
	391

	IM101031*

Phase III
	Randomized, placebo-controlled, double-blind
	Day 1-85: Stable doses:

   ± Non-biologic DMARD

   ± Biologic DMARD

Day 86-360: Adjustment allowed:

   ± Non-biologic DMARD

   ± Biologic DMARD


	482
	959
	0
	1441

	IM103002

Phase IIa
	Randomized, placebo-controlled, double-blind
	None
	32
	32
	58

(0.5 or 2)
	122

	Totals
	
	1021
	1797
	248
	3066

	* these studies have uncontrolled open-label periods that are currently ongoing.
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