Annex
PUBLIC CONSULTATION
Harmonised Classification & Labelling
Penflufen

STOT RE (oral)
[bookmark: _GoBack]BE CA disagrees with the DS not to classify penflufen for STOT RE (oral).
As  summarized below,  the weigh-of-evidence is strongly in favor of a STOT RE 2 (liver) classification of penflufen, with 2 studies in rat, 1 study in mouse and 1 study in dog showing LOAEL’s in STOT RE 2 range values. Moreover, 4 studies in rat, 2 studies in mouse and 2 studies in dog demonstrated a very low NOAEL, supporting the findings mentioned above.
All studies, with only one exception, showed liver damage.  The liver injury is mainly characterized by relative liver weight gain, centrilobular/panlobular hepatocellular hypertrophy, but also clinical chemistry alterations (decrease in cholesterol and increase in alkaline phosphatase). There are also several observations of hepatocellular macrovacuolation. 
Conclusively, BE CA supports a STOT RE 2 (liver) classification for penflufen.
Repeated-toxicity studies in rat, mouse and dog exposed to penflufen :

	Study ref
	Study duration
(oral exp.)
	Species
	Testing doses
(mg/kg bw/day)
(male/female)
	NOAEL
(mg/kg bw/day)
(male/female)
	LOAEL
(mg/kg bw/day)
(male/female)
	STOT RE 1 Guidance value
(mg/kg bw/day)
	STOT RE 2 Guidance value
(mg/kg bw/day)
	BE CA comment

	DAR 6.3.1 non GL (2004)
	28 days
	Wistar rat (5/sex/dose)
	0 - 12/13 - 154/169 - 560/648
	 12/13
	154/169 (liver)
	≤ 30 
	≤ 300 
	STOT RE 2 (liver) warranted

	DAR B.6.8.2 EPA OPPTS 870.7800 (2008)
	29/30 days
	Wistar rat (8/sex/dose)
	0 - 18/20 - 83/104 - 756/960
	83/104
	756/960 (loss bw gain)
	≤ 30 
	≤ 300 
	no classification warranted

	DAR 6.3.1 OECD 408 (2006a)
	90 days
	Wistar rat
(10/sex/dose)
	0 - 9,5/11,4 - 457/492 - 949/1009
	No NOAEL in males
9,5 in females
	11,4 in males (pancreas, liver)
457 in females (liver)
	≤ 10 
	≤ 100 
	we disagree with the DS LOAEL conclusion : increasing liver observations.
STOT RE 2 (liver) warranted
No NOAEL in males

	DAR 6.3.1 OECD 408 (2006b)
	90 days
	Wistar rat
(10/sex/dose)
	0 - 3,2/3,7 - 9,3/11,4 - 228/260
	9,3/11,4
	228/260 (liver)
	≤ 10 
	≤ 100 
	above guidance value but low NOAEL and high gap with LOAEL

	DAR B.6.7 OECD 424 (2009)
	90 days
	Wistar rat
(12/sex/dose)
	0 - 16,0/19,9 - 126/156 - 516/609
	16,0/19,9
	126/156 (liver)
	≤ 10 
	≤ 100 
	above guidance value but low NOAEL and high gap with LOAEL

	DAR B.6.5.1 OECD 453 (2009)
	1 year
	Wistar rat
(10/sex/dose)
	0 - 4,6/6,3 - 90/126 - 327/446
	4,6/6,3
	90/126 (liver)
	≤ 2,5 
	≤ 25 
	above guidance value but low NOAEL and high gap with LOAEL

	DAR B.6.5.1 OECD 453 (2009)
	1 year then 13 weeks recovery
	Wistar rat
(10/sex/dose)
	0 - 4,6/6,3 - 90/126 - 327/446
	90/126
	327 in males (liver)
No LOAEL for recovery group
	≤ 2,5 
	≤ 25 
	no classification warranted

	DAR B.6.5.1 OECD 453 (2009)
	2 years
	Wistar rat
(10/sex/dose)
	0 - 4,0/5,6 - 79/113 - 288/399
	No NOAEL
	4,0/5,6 (non-neoplastic findings in liver)
	≤ 1,25
	≤ 12,5 
	STOT RE 2 (liver) warranted

	DAR 6.3.2 OECD 407 (2005)
	28 days
	C57BL/6J mouse
(5/sex/dose)
	0 - 26/31 - 632/741 - 1274/1585
	26/31
	632/741 (liver)
	≤ 30 
	≤ 300 
	above guidance value but low NOAEL and high gap with LOAEL

	DAR 6.3.2 OECD 408 (2006c)
	90 days
	C57BL/6J mouse
(10/sex/dose)
	0 - 26,9/31,5 - 638/757 - 1238/1600
	26,9/31,5
	638/757 (liver)
	≤ 10 
	≤ 100 
	above guidance value but low NOAEL and high gap with LOAEL

	DAR B.6.5.2 OECD 451 (2009a)
	1 year
	C57BL/6J mouse
(10/sex/dose)
	0 - 14,5/18,8 - 148/187 - 891/1137
	148/187
	891/1137 (liver)
No LOAEL set for chronic phase
	≤ 2,5 
	≤ 25 
	no classification warranted

	DAR B.6.5.2 OECD 451 (2009a)
	18 months
	C57BL/6J mouse
(50/sex/dose)
	0 - 14,3/18,4 - 146/182 - 880/1101
	No NOAEL in males
18,4 in females
	14,3 in males (liver)
182 in females)
	≤ 1,67 
	≤ 16,7
	STOT RE 2 (liver) warranted

	DAR 6.3.3 non GL (2005)
	28 days
	Beagle dog
(2/sex/dose)
	0 - 49/52 - 244/246 - 759/895
	49/52
	244/246 (liver, thyroid)
	≤ 30 
	≤ 300 
	STOT RE 2 (liver) warranted

	DAR 6.3.3 OECD 409 (2008)
	90 days
	Beagle dog
(4/sex/dose)
	0 - 5,6/6,1 - 55,7/63,1 - 532/568
	5,6/6,1
	55,7/63,1 (liver)
	≤ 10 
	≤ 100 
	STOT RE 2 (liver) warranted

	DAR 6.3.3 OECD 451 (2009)
	1 year
	Beagle dog
(4/sex/dose)
	0 - 6,8/7,7 - 32/38 - 357/425
	632 in males
7,7 in females
	357 in males (liver)
38 in females (liver)
	≤ 2,5 
	≤ 25 
	no classification warranted



