Supplementary Material Tables.

Table S1. Viral titers, p24 production of the viruses during the recovery passages.

	
	Passage
	
	
	
	
	
	

	
	1
	
	11
	
	21
	
	31

	Virus
	p24a
	Viral Titerb
	
	p24a
	Viral Titerb
	
	p24a
	Viral Titerb
	
	p24a
	Viral Titerb

	D1
	1,3E+06a
	4.2E+05b
	
	2,4E+06
	7.5E+05
	
	2,4E+06
	2.4E+06
	
	1,7E+06
	1.3E+05

	D1.5
	1,0E+06
	4.2E+05
	
	2,5E+06
	1.5E+05
	
	1,8E+06
	1.8E+06
	
	1,6E+06
	4.2E+04

	D2
	1,1E+06
	3.7E+05
	
	1,1E+06
	5.6E+05
	
	2,1E+06
	5.6E+05
	
	2,0E+06
	7.5E+04

	E1.5
	1,4E+06
	3.7E+04
	
	1,7E+06
	1.2E+06
	
	2,0E+06
	2.4E+05
	
	1,5E+06
	1.8E+05

	G1
	1,0E+06
	1.2E+05
	
	1,4E+06
	1.8E+05
	
	2,0E+06
	1.3E+05
	
	7,2E+05
	1.0E+05

	G1.5
	7,0E+05
	1.2E+05
	
	1,8E+06
	1.0E+05
	
	2,1E+06
	1.8E+06
	
	9,7E+05
	2.4E+04

	G2
	2,7E+06
	7.8E+04
	
	1,9E+06
	4.2E+05
	
	2,6E+06
	1.3E+05
	
	1,1E+06
	3.2E+04

	H1.5
	2,9E+06
	1.3E+04
	
	1,6E+06
	3.7E+05
	
	2,6E+06
	1.0E+05
	
	9,8E+05
	1.3E+04

	I1
	1,3E+06
	4.0E+04
	
	3,7E+06
	6.5E+05
	
	2,6E+06
	4.2E+04
	
	2,8E+05
	7.5E+04

	I5
	1,1E+06
	2.5E+04
	
	1,5E+06
	9.5E+04
	
	2,3E+06
	7.5E+02
	
	6,6E+05
	4.2E+04

	K1
	2,5E+06
	7.5E+04
	
	2,1E+06
	1.3E+05
	
	2,4E+06
	1.0E+06
	
	8,7E+05
	2.4E+05

	K2
	1,7E+06
	4.9E+04
	
	2,6E+06
	4.4E+04
	
	1,9E+06
	1.0E+06
	
	9,3E+05
	3.2E+05


a Viral p24 production in the supernatant of each viral culture was quantified with the Elecsys (HIV Ag, Roche) in pg per ml. 
b Viral titration performed in MT-2 cells and titer expressed in TCID 50 /ml.
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Table S2. Sequence divergence between all viruses.

[image: ]
Table shows all pairwise divergence values, in percentage, in the upper right part in the X axis, and per cent identity in the left Y axis, corresponding to the complete sequences of the viruses studied. Pairwise calculations between each of the sequences analysed were obtained the Megalign program (Lasergene Inc.).



Table S3. SOM training parameters used in this work.
[image: ]
Training parameters used in all the SOM networks of the study. The establishment of the parameters and the topology of a network is a heuristic problem. Based on previous experiences and related topologies, a good balance between effectiveness, resolution and computing time can be reached. In the present study, the dimension of the SOM grid has been estimated in relation to the number of cases available and selecting one map a little wider for the spread of the data.












Table S4. Quantification of the quasispecies variants in each neuron of the SOM map during recovery passages.

[image: ]
Number of the different variants in the quasispecies, arising during the recovery passages, mapping in each neuron of the 15x15 SOM map (Fig 4B). Each cell includes the name of the quasispecies variant (K1, G1, I5, D2, H1.5 and E1.5), the fitness value, and the number of quasispecies variants mapping in each neuron (passage 1 in blue, passage 11 in green, passage 21 in yellow and passage 31 in red).








[bookmark: _GoBack]Table S5. Proportion of the different variants within quasispecies along the recovery passages.

[image: ]
Presence of each quasispecies variant (in percentage) in D2, G1, H1.5, I5 and K1 clones along the recovery passages. In all lineages the fitter variant got imposed in the viral population at passage 31.







image2.emf
TABLE S1 SOM training parameters used in this work.

Training parameter Values used

Dimension Arrangement of neurons in a two-dimensional regular space (15x15
units) in rectangular grid

Learning coefficient Monotonically decreasing learning coefficient: a,*(1-t/a,), where

o, takes 0.1 value, t is the actual iteration, and o, takes a value
equal to the total number of iterations of the algorithm

Neighborhood area Neighborhood area during training has rectangular shape and
shrinks with time, so that at the beginning of training covers the
entire grid and is decremented by 1 in each epoch (after processing
all training patterns)

Training completion Total number of training iterations need to reach neighborhood area
zero and perform some additional epochs with this value

Training parameters used in all the SOM networks of the study. The establishment of the
parameters and the topology of a network is a heuristic problem. Based on previous experiences
and related topologies, a good balance between effectiveness, resolution and computing time can
be reached. In the present study, the dimension of the SOM grid has been estimated in relation to
the number of cases available and selecting one map a little wider for the spread of the data.









TABLE S1

 SOM training parameters used in this work. 

Training parameter  Values used 

Dimension  Arrangement of neurons in a two-dimensional regular space (15x15 

units) in rectangular grid 

Learning coefficient  Monotonically decreasing learning coefficient: α

1

*(1-t/α

2

), where 

α

1

 takes 0.1 value, t is the actual iteration, and α

2

 takes a value 

equal to the total number of iterations of the algorithm 

Neighborhood area  Neighborhood area during training has rectangular shape and 

shrinks with time, so that at the beginning of training covers the 

entire grid and is decremented by 1 in each epoch (after processing 

all training patterns) 

Training completion  Total number of training iterations need to reach neighborhood area 

zero and perform some additional epochs with this value 

Training parameters used in all the SOM networks of the study. The establishment of the 

parameters and the topology of a network is a heuristic problem. Based on previous experiences 

and related topologies, a good balance between effectiveness, resolution and computing time can 

be reached. In the present study, the dimension of the SOM grid has been estimated in relation to 

the number of cases available and selecting one map a little wider for the spread of the data. 


image3.emf
TABLE S3 Quantification of the quasispecies variants in each neuron of the SOM map in the recovery passages.
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Number of the different variants in the quasispecies, arising during the recovery passages, mapping in each neuron of the 15x15 SOM map (Figure 5B). Each cell includes the name of the quasispecies variant (K1, G1, I5, D2, H1.5 and
E1.5), the fitness value, and the number of quasispecies variants mapping in each neuron (passage 1 in blue, passage 11 in green, passage 21 in yellow and passage 31 in red).










TABLE S3 

Quantification of the quasispecies variants in each neuron of the SOM map in the recovery passages. 

K1

 (0.69) 

 

     

G1 

(1.17) 

 

   

G1 

(3.42) 

 

G1 

(3.42) 

 

     

I5 

(0.54) 

 

I5 

(0.54) 

 

 

 

K1 

(0.69) 

 

         

G1 

(1.17) 

 

             

K1 

(0.69) 

 

         

G1 

(1.17) 

 

           

I5 

(1.19) 

 

I5 

(1.19) 

 

       

G1 

(1.17) 

 

                   

 

                             

K1 

(1.69) 

 

     

K1 

(1.13) 

 

                   

   

K1 

(1.13) 

 

K1 

(1.13) 

 

     

D2

 (0.64) 

 

         

H1.5 

(2.82) 

 

 

       

G1 

(1.13) 

 

             

H1.5 

(1.57) 

 

   

K1 

(0.63) 

 

     

G1 

(1.13) 

 

       

D2 

(0.64) 

 

         

K1 

(0.63) 

 

 

K1 

(1.13) 

 

 

G1 

(1.13) 

 

                   

   

K1 

(0.63) 

 

                       

 

                             

D2 

(0.91) 

 

 

D2 

(0.91) 

 

                   

H1.5 

(0.51) 

 

 

   

D2 

(0.91) 

 

                       

   

D2 

(0.91) 

 

             

E1.5 

(0.66) 

 

       

Number of the different variants in the quasispecies, arising during the recovery passages, mapping in each neuron of the 15x15 SOM map (Figure 5B). Each cell includes the name of the quasispecies variant (K1, G1, I5, D2, H1.5 and 

E1.5), the fitness value, and the number of quasispecies variants mapping in each neuron (passage 1 in blue, passage 11 in green, passage 21 in yellow and passage 31 in red). 
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TABLE S4 Evolution in the proportion of the different variants within quasispecies
along the recovery passages

Passage
Fitness of
Virus variants 1 11 21 31
K1 0.69 100° 94.7 50 15.8
0.63 - 53 35.7 42.1
1.13 - - - 42.1
1.69 - - 14.3 -
Gl 1.13 5.5¢ 30 62.5 33.3
1.17 94.5 70 6.25 8.3
3.42 - - 31.25 58.3
D2 0.64 100 22.2 0 0
0.91 0 77.8 100 100
HI1.5 0.51 100° 78.9 63.5 375
1.57 - 52 - -
2.82 - 15.8 36.5 62.5
15 0.54 100° 100 90 41.2
1.19 - - 10 58.8

“ Presence of each quasispecies variant (in percentage) in D2, G1, H1.5, I5 and K1 clones along
the recovery passages. In all lineages the fitter variant got imposed in the viral population at
passage 31.









	

TABLE S4 

Evolution in the proportion of the different variants within quasispecies 

along the recovery passages 

    Passage             
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Fitness of 
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K1  0.69  100a    94.7    50    15.8 

  0.63  -    5.3    35.7    42.1 

  1.13  -    -    -    42.1 

  1.69  -    -    14.3    - 
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TABLE S2 Sequence divergence between all studied viruses.

Fercent |dentity

4 3 | 6 7 8 |9 |10 |11 |12 |13 |14 |15 |16 |17 (18 |19 |20 |21 |22 |23 (24 |25 |26 |27 |28 |29 |30 |31 |32 |33 |34 (35 36 |37 |38 |39 |40 |41 42 43 44 | 45 | 46
10001995 995|005 [00.4 (923 |92.4 |92 |993 |07.0 [07.2 |983 |98.3 |99.2 |O7.7 |00.0 [98.1 |94.7 (981|981 |07.9 |07.6 (926 926 |02.4 |095 |006 |00.6 (924 (0924|970 |978 072 |97.6 (978 970 |974 (972 | 1
999|985 985 984 (984|070 |97.0 |O7.7 969 930 (079|978 |O7.6 (970 (970 045 |08.2 |98.2 050 (976 932 (082 |08 |98 |98.2 982 931|081 |97.0 |975 974 975|975 (970 971|970 | 2
0995 |98.2 [098.1 981|921 (976 |976 |07.4 |O6.6 (976 (976 975 |97 |07.6 |97.6 |04.2 (970 |97.0 [O7.7 |07.3 (970 |O7.0 (078 |97 [07.0 |07.0 |O78 (078 072 (972 (970|072 |O7.2 (0972 968 (960 | 3
006 |08.2 081|981 (921 (976|976 |07.4 |O6.6 (977 (976 (975 |97 |07.6 |96 |04.2 (970 |97.0 [O7.7 |07.3 (970 |O7.0 (078 |97 [07.0 |07.0 |O78 (078 072 (972 |07 |07.2 [O7.2 (072 968 (965 | 4
995 (085 (084 923 (024|083 |083 |07.0 072 023|083 |032 |07.8 (083 031 (047 |081 |08 (070 (076 926 (026 |00 [085 (086 036 024|084 |078 (078 072 |OF6 |97 |078 (074|072 | 5
995 (955 |98.4 983 (983|983 |983 970 972 (933 |098.3 |932 |97.F (983 (981 (947 |98.1 [95.1 (970 (976 (936 (986 |90.4 [955 (986 986 (934|004 |O78 (978 972 (976 (978|978 (974|972 | 6
995 954 984 984 (983|979 |979 (977 968 (979 (979 |97F |976 (970 (970 (044 |98 |95.1 (979 (975 (931|981 |95.0 [95.1 981 981 [93.1 |98.0 [97.4 (974 973 (974|974 |974 [970 971 | 7
097|983 09803 922 (022 (078|978 |O7.6 (967 978 (077|976 |O7.5 (970 977 (043 (000 |99.0 978 974 (920 (000|070 |97.0 920 920 979|070 |07 |97 |97.2 (973 |97 |97.0 960 (970 | 8
9 . 95,5 |98 953 (983 (0983|983 [07.0 |OF.2 983 (083 |98 |97.7 (983 981 947 (081 |91 970 (076 936 (026 |08 |985 056 986 (934|084 078 |O7F |97.2 976 (978|078 (974|972 | 9
10 (00 |00 |00 |04 00 (00 |01 983|983 |03 (078 978 (976 (968|078 |07.8 |97.F 975 (978 [97.8 [04.4 |08.0 [93.0 |O7.0 (075 |98 (981 |07.0 020 081 939 [980 070|073 |07 (073 974 |97.3 |07 [96.0 |97.0 | 10
11 o1 jod o101 01 o1 |0t |od U3 (083 (0970 979 (977 (968 [97.0 |07.8 |97.F 976 (978 (978 |O4.4 |08.1 |93.1 |O7.0 (075 |08 {081 [08.0 920 (081 (939 [98.0 |08.0 |07.4 (974|973 974 974|074 |97.0 970 | 11
12 (10 [ 10 |1 (1 11 1t 1 10 (11 10 008 |08.3 (983 (081 [OF1 |983 (083 (981 920|083 |932 |04.0 (088 038 025|082 |084 (084 083 024 084|084 083 083 075 975|073 075 [O75 (075 |97 072 | 12
13 010 [ 1 1 (i i i i 11 98.2 |98.2 |98.0 |970 (952 [98.2 |98.1 (979 (982 |932 |94.9 987 (987 (934 |98 |954 (954 982 933 (0984|084 |982 983 (975 (975 |97.3 (974 [975 975 (971|971 | 13
14 10 [ 1 1 [ i i 1o 11 932 [98.0 |97.0 (982 (981|930 |97.9 (982 951 |94.8 (986 |936 (954 |95.0 (983 (983 [0982 |953 |98.3 083 982 (982|975 |975 (973 (974 975 (975 |970 (971 | 14
15 (10 [ 1 1 e e e e ot 98.0 |97.0 922 1982 (921 |97.0 082 981 |94.8 026 |996 |04 080 923 (023|082 |983 |08.3 083 022 (082 |OF5 |95 |O7.2 (974 (975 (975 |97 |97 |15
16 | 1.3 |13 |14 [ 14 |13 [ 13 [ 1.3 [ 1.3 |13 |13 [ 1.3 |14 [ 13 98.8 1000999 |99.8 [99.4 [100.0/99.8 |96.3 084 |93.4 (982 |07.0 (954 (924|082 (983 (984 |08.4 (982 (083|070 |970 |07.2 977 (979 (070 |974 |97.2 | 16
17 [ 13 (13 [ 14 (14 13 [ 13 [ 13 |13 |13 |13 |13 |14 |15 |15 100.0{99.9 |00.8 904 1000998 [96.3 {924 |08.4 |08.2 |07.0 (024 024 (082 |083 |08.4 |08.4 982 (983 |07.0 |070 |07.2 977 |97.0 (970 974 |07.2 | 17
18 (14 [ 14 |15 |15 |14 [ 14 [15 |14 |14 [ 14 |14 |16 [ 16 |16 |16 995 |99.4 [99.2 1095 (996 |96.2 [98.2 |98.2 |08.0 |OF.F (920 (920 [07.8 |97.0 |08.0 |08.0 (970 |97.0 [97.5 |975 |07.1 [97.3 (975 (975 (974|970 | 18
19 |12 [ 18 |18 [18 |18 |18 |18 |18 [18 [18 |18 |19 |20 |20 |20 |05 |05 936 |92 (087 986 052 (073 |97.3 (071 |06.0 (972 (072 |70 |97 |O7.2 Q7.2 071|071 |O7.3 073 (067 (971 (973 (073 |96.0 066 | 19
20 |13 [ 13 [ 13 |14 |13 |13 |13 [ 13 |13 [13 |13 |14 |15 |15 |15 |00 |00 |02 994 (999 |99.7 (963 (984 |935 952 (970 984 (934|082 |953 (954 054 983 (0983 |78 |978 972 (977 (978 (978 |974 (972 | 20
21 |13 [ 14 [ 14 |14 |13 |13 [ 14 [ 13 |14 [14 |14 |15 |15 |15 |15 |01 |01 |02 997
22 (14 [ 14 |14 [ 14 |12 (14 [ 14 |13 [ 14 [ 14 1.4 |15 |15 [ 15 |15 |01 |01 |02 |06
23 (14 [ 14 |14 |15 |14 |14 [ 14 |14 [ 14 [ 14 |14 |15 |16 [ 16 |16 |01 |01 |02 |06
24 |13 [ 13 |14 (14 (13 [ 13 [ 14 [ 13 |13 (14 (13 |15 |15 |15 |15 {00 00 |02 |06
2% (14 [ 14 |15 |15 |14 [ 14 [14 [ 14 |14 |14 |14 |15 |16 |16 |16 |01 01 |01 |03
26 |14 [ 14 |15 |15 |14 |14 |15 |14 [14 |14 |14 |15 |15 [15 |15 |01 |01 |02 |05
27 |13 [ 13 |13 |14 (13 (13 (13 |13 (13 [ 13 (13 [ 12 |13 [ 12 |13 [ 13 [ 13 |14 |18
28 |13 [ 13 |13 [ 14 [ 13 [ 13 |13 |13 [ 13 [ 13 |13 [ 12 |13 [ 12 |13 |13 [ 13 |14 |18
20 |14 [ 13 |14 |14 |14 14 [ 14 |13 [ 14 [ 12 13 12 |13 [ 1.3 |12 14 14 |15 |18
30 17 {16 LT[ LT LY 1R LT e[0T 16 16 [ 15 |16 [ 16 16 17 17 | 1s |20
31T [ e e 1 1A (14 14 1S 1T 1e |20
32 [ [ 2 1 e 1 1 14 14 14 14 15 15 1h 2D
33 |12 {12 |12 |12 |12 (12 12 |11 (12 [ 12 12 |14 |15 [14 |15 |16 [ 1.6 | 1.7 |21
34 (12 |12 |12 |12 |12 |12 |12 |12 [12 [12 |12 |14 |15 [14 |15 |16 [ 16 |17 |20
35 |1 [Tt 12 i i i i 1 1 14 14 (14 (14 (15 [ 15 |16 |20
36 1 [T 2 e g 1A 14 14 1S 1S e 20
IF |12 {12 |12 |12 12 12 12 |12 |12 |12 12 14 |15 |15 |15 16 16 1T 2o
3% |12 [ 12 |12 |12 12 12 12 |1 |12 |12 12 14 |15 [ 14 |15 16 16 1T 2o
39 [0 [0 1 0 0 D 0 1 1S 1S 1S 13 13 1a 18
A0 |10 [ 1 |1 1 1o o 1 10 (10 (1 1 1 |15 (15 |15 (1.3 (13 |15 |18
A1 (12 [ 12 |12 |12 |12 [ 12 [ 12 |11 (12 |12 |12 |16 |16 [16 |16 |15 [ 15 |16 |19
A2 (1 [T e i i i 1 1 1S |15 (15 |15 (14 (14 |15 |18
43 110 [ 1 1 D 0 0 e 1S S 1S 1 1 1S e
44 |10 [ 1 1 D 0 0 e 1 1S 1S 1S 1 1 1S |18
45 |12 [ 12 |12 |12 |12 (12 |12 |12 [ 12 [ 1.2 [ 1.2 [ 16 |16 [ 16 |16 |15 [ 1.5 |16 |19
46 (11 (11 (12 12 1 i 2 e e 1 1 e 1 e [ 15 15 18 18

Table shows all pairwise divergence values, in percentage, in the upper right part in the X axis, and per cent identity in the left Y axis, corresponding to the complete sequences of the viruses studied. Pairwise

calculations between each of the sequences analysed were obtained the Megalign program (Lasergene Inc.).
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