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We present a new method, secondary structure prediction by deviation parameter (SSPDP) for predicting the
secondary structure of proteins from amino acid sequence. Deviation parameters (DP) for amino acid singlets,
doublets and triplets were computed with respect to secondary structural elements of proteins based on the
dictionary of secondary structure prediction (DSSP)-generated secondary structure for 408 selected non-
homologous proteins. To the amino acid triplets which are not found in the selected dataset, a DP value of zero is
assigned with respect to the secondary structural elements of proteins. The total number of parameters generated is
15,432, in the possible parameters of 25,260. Deviation parameter is complete with respect to amino acid singlets,
doublets, and partially complete with respect to amino acid triplets. These generated parameters were used to predict
secondary structural elements from amino acid sequence. The secondary structure predicted by our method (SSPDP)
was compared with that of single sequence (NNPREDICT) and multiple sequence (PHD) methods. The average value
of the percentage of prediction accuracy for a-helix by SSPDP, NNPREDICT and PHD methods was found to be 57%,
44% and 69% respectively for the proteins in the selected dataset. For b-strand the prediction accuracy is found to
be 69%, 21% and 53% respectively by SSPDP, NNPREDICT and PHD methods. This clearly indicates that the
secondary structure prediction by our method is as good as PHD method but much better than NNPREDICT method.

1. Introduction

The sequential information of proteins has been increasing
many fold than their three-dimensional counterpart. Any
vital information obtained by the analysis of the three-
dimensional structure in terms of sequence will have
definite impact on the structure prediction methods and will
have added value in this field of research, due to sequence
automation and genome project. Earlier studies on the
analysis of amino acid doublets and triplets in SWISSPROT
sequence database have implications for the significance of
the deviated doublets and tripletsin the structural aspect of
proteins (Velurga and Mugilan 1997). Based on the
information derived from the known three-dimensional
structures methods were developed to predict the
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secondary structural elements of proteins, such as a-heix,
b-strand and random structures (Chou and Fasman 19744, b,
1978; Garnier et al 1978, Garnier 1990; Lim 1974). These
methods suffered from a lack of data. Prediction was
performed based on amino acid singlet information derived
from relatively few known three-dimensional structures. The
accuracy of prediction is between 56 to 60% (Kabsch and
Sander 1984). The problem in these methods has been the
inclusion of structures used to derive parameters in the set
of structures used to assess the accuracy of the method.
Amino acid doublets and triplets information were also used
in the early works for secondary structure prediction
(Nagano 1973, 1977a; Periti et al 1967, Ptitsyn and
Finkelstein 1983; Kabat and Wu 1974; Wu and Kabat 1973)
and the number of proteins used in deriving the parameters
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were comparatively small due to the non-availability of
enough three-dimensional structures. In the triplet
parameter generation, Nagano (1977b) has grouped the 20
amino acidsinto 7 typesleading to atotal of 343 parameters.
Kabsch and Sander (1983) have developed an algorithm to
assign secondary structures for the structure solved
proteins based on their X-ray crystal structure coordinates,
which is commonly known as dictionary of secondary
structure prediction (DSSP). The recent methods, ZPRED
(Zvelebil et al 1987), NNPREDICT (Kneller et al 1990),
SOPM (Geourjon and Deleage 1994), SSP (Solovyev and
Salamov 1994), PHD (Rost and Sander 1993, 1994; Rost et al
1994), NNSSP (Salamov and Solovyev 1995) and SSPRED
(Mehta et al 1995), use single or multiple sequence
information for the secondary structure prediction. Nearly
al of these now run via the world-wide web. But multiple
sequence alignment remains a difficult task in molecular

bioinformatics. Rigorous algorithms based on dynamic
programming have the computational complexity of L"
(where L is the sequence length and n is the number of
sequences) and can be impractical if many or long
sequences are involved (Frishman and Argos 1997).
Misaligned sequences can reduce prediction accuracy to a
level lower than that achieved with mere single sequence
information (Levin et al 1993; Di Francesco
et al 1996). Any new method which can use single
sequence information and intimately deliver secondary
structural information will be of potential use in the field of
bioinformatics.

In this present work the deviation parameters for amino
acid singlets, doublets and triplets were computed and are
subsequently used to predict protein secondary structure
from amino acid sequence. A comparison of the results
obtained by our method, secondary structure prediction by

Table 1. List of non-homologous proteins selected for analysis.
1ABR 2DLN 1CCR 1CMB 1DHR 1DRI 1FBA 1GKY 1GPB 1GPR
3GRS 3SDH 3TGL 4BLM 4BP2 4ENL AFGF 4GCR 5P21 8ABP
8ATC 8CAT 811B oLDT 9RNT 9RUB 10VA 3RUB 1VSG 8ACN
1AAJ 1SNC ITIE 1TTB 2AZA 2CbV 2CMD 2CPL 2DNJ 2END
2MAD 2PIA 2POR 2STV 1GST 1LPE 1ILTS IMIN 1IMUP 10MF
10MP 1PDA 1IPHG 1PRC 1IPYA 1HLB IHMT IHMY 1HNG 1HPM
1HQA 1HRZ 1HSL IHTM IHTP 1HVK 1HUC 1HUL 1IHXN 1IAE
1IHUW 10BP 10NC 10RO 10XA 10vYC 1PBA 1PBE 1PBG 1PBN
1PCR 1PDG 1PDN 1PGS 1PI2 1P 1PKM 1PKP 1PLQ 1PLS
1PNE 1POC 1PNK 1HVD 1ICE 1ILK 1INP 1IRK 1IRL 11sC
11SD UTG 1IAP cv 1KBP 1KIF 1KNB IKNY 1KPB 1KPT
117 1LFB 1LGR 1LIS 1LKI 1ILKK 1LPB 1LPT 1LTD 1ILXA
1LYL 1IMAL 1CSE 1CSH 1CsSM 1CTM 1CTN 1CTT 1CYU 1CYX
1DAA 1DAR 1DDT 1DEA 1DIH 1DIN 1POX 1POY 1PRE 1PRR
1PSD 1PRT 1PTX 1PTD 1PTV 1PUT 1PYP 1QRD 1QUK 1PXT
1QOR 1RCP 1RBU 1RCF 1RCI 1REC 1QPG 1PVD 1REG 1RFB
1RSY 1RTP 1IRRG 1RVA 1RIB 1RPA 1DLC 1DLH 1DNP 1DOlI
1DPB 1DPE 1DPG 1DSB 1DTR 1DTS 1DTX 1DUP 1DYN 1IDYR
1ECA 1sLU 1SLT 1SMD 1SMN 1SRA 1SRl 1SRS 1STD 1SVA
1svB 1sve 1SvP 1ITAG 1TAH 1TAM 1TBR 1TCA 1TFS 1THJ
1ITHT 1T 1TIvV 1TLK 1TML 1TPG 1TNR 1TPL 1TRK 1TRR
1TRY 1TSP 1TSS 1TUP 1TYS 1UBS 1UMU 1URN 1IVCA 1VHH
1IVHR 1vVID 1VIL 1VPT 1vsD 1IWAS IWHT IXAA 1IXNB XYz
1YPT 1YTB 1YUA 1ZAA 1SAC 1ECL 1ECP 1EDE 1EDG 1EFT
1ENY 1EPA 1ERI 1ERW 1ESC 4RHV 4SBV 5RXN 6TAA 7PCY
8RUC 8TLN 9PAP 2DKB 2CYP 2CWG 2CTC 2CBA 2CAS 2BTF
2BRD 2BOP 2BLT 2BGU 2BBV 2AYH 2ALP 2AK3 2ACQ 2ACG
2ABK 1ESF 1ESL 1ETC 1EXG 1SAT 1SBP 1SCH 1SCM 1scu
1ADE 1ADN 1ADT 1AEP 1AER 1AFB 1AMG 1AMP 1A0R 1A0Z
1ARS 1ARV 1ASH 1AT1 2FAL 2FD2 2HBG 2HFT 2HMZ 2HTS
2KAI 2LIvV 2MEV 2MNR 2MTA 2NAC 20RA 2P| 2PLE 2POL
2PRD 2PRK 2PSP 2REB 2RSL 2sIL 2TCT 2TClI 2TMV 1ATP
1BAM 1BBT 1BCF 1BCO 1BDM 1BEC 1BER 1BGC 1BGW 1BIA
1BMC 1BMT 1BNC 1BND 1BNH 1BPB 1BPL 1BRI 1BRL 1BUC
1BVP 1BYB 1CDO 1CDR 1CEA 1CEL 1CEO 1CEW 1CFB 1CHD
1CHK 1CHM 1CID 1CKI 1CKS 2ABD 2ER7 2EBN 2DRP 2DLD
1CAU IMAT 1MBB 1IMDA 1IMHC 1IMHL 1IMKA IMLA 1IMLS 1IMMD
1IMML IMOL 1IMPP 1IMRJ 1IMSA 1IMSC 1IMSE 1MUC 1IMUT 1IMXA
1CLC 1CNS 1CNV 1COL 1COM 1CoOwW 1CPT 1CUs 1CYD 1CRL
1IMAS 1HGX 1HIR 2BPA 1RCB 2SAS 3CD4 3CHY 3CLA 3COX
3DFR 1CPC 1GMF 2ccy 2SCP 4TSl 1ARB 1BBP
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deviation parameter (SSPDP), was made with the results
predicted by multiple sequence alignment method PHD and
single sequence method NNPREDICT.

2. Methods

The three-dimensional structure of proteins used for our
computation were taken from Brookhaven Protein Data
Bank (release #78, November 1996) using the PDB-SELECT
sub-database (Hobohm et al 1992). The threshold value
used for selecting the proteinsis 25% at which atotal of 408
non-homol ogous proteins were obtained.

The secondary structural information for the selected
proteins were generated from the well known software
package DSSP of Kabsch and Sander (1983). The a-hdix
and b-strand fragments were identified from the output of
DSSP by imposing the constraint that for a b-strand or a
helix segment atleast three consecutive amino acids should
contribute for each secondary structure. All the other amino
acids which do not fall in this criteria are considered as
amino acids of random structure. For random structure the
constraint imposed is that a minimum of three consecutive
amino acids should lie in this structure. This procedure was
followed for all the selected proteins for identifying the
secondary structures from the output of DSSP. The
frequency of occurrence of amino acid singlets, doublets
and triplets in the selected database was computed using
theformula

p(x)= 2],

SY;
where, X =individual amino acid (A) for singlet, two
consecutive amino acids (AB) for doublets, and three
consecutive amino acids (ABC) for triplets in the selected
dataset, N; (X) = number of countsfor X in theith protein, Y;
=T, for singlets, Ti-1 for doublets, T;-2 for triplets where T; is
the total number of amino acids in the ith protein, i varies
from 1 to n and n = total number of proteins considered (in
this case, 408).

Based on the frequency of occurrence of amino acid
singlets, doublets and triplets, one can workout the expec-
ted count for these entities in the following way for the
various structural elements:

Table 2.  Number of generated deviation parameters for
amino acid singlets, doublets and triplets.
Structure Singlets Doublets Triplets
a-helix 20(20) 400(400) 4576(8000)
b-strand 20(20) 400(400) 3194(8000)
Random 20(20) 400(400) 6402(8000)
structure

Numbers in parentheses indicate the possible theoretical
parameters.

Cep X)=P(X)SS;,

X =amino acid singlet (A) or doublet (AB) or triplet (ABC),
S; = the total number of particular entity (X) in a particular
structural element in protein i and Cgp (X)= expected
counts.

Computed count (observed count) of singlets, doublets
and triplets for the various secondary structural elements
(axhdix, b-strand and random) are obtained from the output
of DSSP by following the constraints mentioned earlier.

The deviation parameter (DP) for amino acid singlets,
doublets and triplets in a particular secondary structural
element is calculated asfollows:

Ccomp(x) - Cexp(x) .
C@(p(x)

DP(X ) = 100,

X =amino acid singlet or doublet or triplet, Ccomy(X) and
Cexp(X) = computed and expected counts.

We generated the DP for the amino acid singlets, doub-
lets and triplets with respect to the three secondary struc-
tural elements (a-hdix, b-strand and random) using the
above formula. These parameters are normalized with res-
pect to a-helix but within the group. The normalized para-
meters are subsequently used for structure prediction from
the amino acid sequences.

Table 3. Deviation parameters for amino acid
sHaglets:
Amino Random
) I' I
L 313 9.7 - 274
A 433 - 164 - 185
S - 218 -114 22-1
G - 516 -214 488
\ -96 59-8 -325
E 359 -177 —-127
K 13.0 -14-2 04
T - 225 158 4.9
I 74 50-4 - 378
D - 153 - 330 318
R 22-2 -65 -108
P - 593 -394 65-7
N -230 - 276 335
Q 255 -174 -59
F -14 28-3 -175
Y -35 29-3 - 167
M 30-6 9.0 — 266
H - 140 10 88
C -77 165 -55
W 54 198 —165
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Table 4.

Deviation parameters for amino acid doublets for a-helix (a), b-strand (b), and random structure (c).

(@)

L A S G % E K T | D R P N Q F Y M H C
L 561 791 28 -303 38 610 562 -60 272 122 700 —72:6 85 631 247 219 719 179 486
A 876 82 111 -354 360 725 628 124 563 55 878 -744 -9 678 406 416 655 160 506
S 91 199 -406 -754 -159 57 -279 -348 88 -285 -129 -898 -413 -108 -112 —16 374 -172 —639
G -209 -318 -709 -720 -444 -365 -557 -584 -395 -61.4 -372 —725 -744 -365 -530 -643 -223 —677 -235
V 151 410 -185 -435 -289 220 -3 -432 -196 -286 281 —-76:9 49 149 -124 -361 201 -301 —398
E 709 81 71 -363 246 677 541 150 320 87 485 -726 -51 857 278 394 712 189 181
K 391 664 -121 -624 -147 712 325 -39 104 1 362 -730 -106 760 148 174 248 -102 -14.9
T 116 223 -442 -669 -299 46 -64 -355 —64 -385 -—22 -855 -388 -44 -169 -254 253 14 -—228
[ 284 562 -8 -279 -64 370 216 -235 119 -52 283 -598 -67 514 119 -127 46 -236 -16
D 256 330 -444 -668 42 249 -12 -190 141 -29.7 31 -897 -421 188 -95 146 299 -254 -29.1
R 464 672 -8 -528 -75 671 358 -—24 207 354 419 -765 40 695 —16 208 847 335 —14.9
P -394 -256 -652 -791 -552 —141 -588 -679 -286 —-640 -—461 -983 —831 -623 -526 —-647 —386 -462 —570
N 43 309 -326 -641 -315 33 -141 -371 -77 -616 -11 -928 -564 -123 -80 -336 199 -214 —481
Q 528 877 75 -440 198 777 429 81 330 117 564 -793 -131 435 119 -4 506 16 —37-2
F 404 311 -241 -439 -12 310 -87 -168 -1 -302 87 -821 -188 17 56 30 339 -89 555
Y 482 414 —442 -563 -132 251 124 —486 -1.9 -233 —147 -744 -181 110 50 245 506 —-207 -—7-3
M 703 807 -43 -315 67 546 601 506 416 76 492 -705 170 356 238 95 283 427 179
H 185 97 -188 -59.7 -242 426 -54 -339 -63 -450 277 -929 -38 -203 -202 -213 227 -106 -—27-7
C 215 123 -511 -57-0 41 473 76 -225 -34 -178 359 -935 -219 506 -23 -214 -49 110 -665
W 520 607 83 -331 -12.1 4 300 -221 123 -159 92 -570 -88 425 122 -174 183 318 -—39:8
(b)

L A S G Y E K T | D R P N Q F Y M H C
L 279 -120 51 -90 908 -69 —-147 417 666 -163 -103 -248 -151 -78 343 608 179 145 184
A -149 -318 -173 -315 350 -337 -296 -30 412 -400 -324 —430 -307 -326 123 30 -134 -10 -59
S 109 -224 -394 -311 552 -—411 -226 2.9 263 -423 -308 -517 -400 -261 252  20-1 7.9 -260 118
G -194 -187 -340 -382 57 —-307 -41.0 -182 98 -463 -204 -409 -412 -331 82 3 -225 -—21 -305
V 771 302 468 341 1374 426 449 918 1185 92 464 5 137 303 982 1233 825 800 774
E -87 -371 -221 -463 338 -—414 -434 -—142 415 —47.9 -180 -327 -463 -400 224 5 —150 —468 295
K -21 -276 -295 -379 655 -338 -377 -96 502 -524 -342 -325 -369 -501 181 -114 158 —20-9 4.3
T 532 22 -151 -214 919 -32 -98 127 849 -346 87 -240 -357 7 669 557 305 301 508
[ 744 405 420 609 1109 285 257 701 936 129 380 -175 224 28 792 963 850 677 1138
D -324 -440 -377 -489 —40 -549 -555 —396 6 —-621 -41.8 -571 -483 -482 -21.1 -334 -219 -388 -187
R 165 -177 -191 -247 801 -310 -21-6 -62 547 -459 -236 -362 -43-6 —406 251 87 104 -409 257
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P -426 -554 -56-3 -583 132 -62.2 -515 -436 -2.7 -579 -528 -651 -624 -588 -301 -285 -244 -357 -201 -315
N -97 —-445 -42.0 -52.8 259 -480 -343 -308 69 -509 -454 -565 -551 -441 -134 -1.7 -282 -52.7 -217 —-42
Q -33 -383 -225 -44.9 349 -375 -380 -316 279 —-414 -459 -463 -354 -246 195 23-4 111 -97 -123 2:6
F 38-1 79 328 109 75-1 157 132 55-6 82-0 14 340 -377 1.0 225 37-4 76-9 5.9 437 -35 26-8
Y 26-2 7-5 40-5 3-8 87-9 171 -24 66-7 1017 107 217 -251 7-1 107 54.8 55.0 8.7 28-0 59.2 73-6
M 145 -84 66 -31 83-8 300 -73 -196 368 -26:0 -158 -135 -399 -178 54.4 62-3 30-2 107 61-4 46-6
H 65 -131 -42 -335 55.8 -34.7 -212 165 433 -2277 -242 -490 -396 -6 318 63-5 -1 -260 11-8 17-0
C 12.4 -2 30-6 33 464 -159 111 64.2 87-8 1 -348 -242 -62 -279 30-6 471 366 -411 59 -305
W 99 18 -6 -239 1005 34-8 22-8 43-6 60-9 -13-6 273 -435 -109 -93 16-7 60-0 268 -36-2 1298 21-4
(©)
L A S G \% E K T | D R P N Q F Y M H C W

SOIZE<XKTOZTVDO-HARxAM<O0V>r

-55-3 -460 -50 260 -589 -369 -288 -21.8 -59-7 19 -409 64-4 37 -378 -380 -525 -59.7 -211 -442 -51.2
-50-0 -385 32 435 -460 -281 -241 -66 -636 211 -392 76-9 197 -255 -351 -300 -360 -102 -305 -340
-12.9 4 51-9 703 -235 217 329 217 -22-3 455 27-9 928 52.7 235 -81 -11.3 -301 277 358 -—-227
26-2 331 69-0 72-3 265 43-7 63-1 50-8 20-6 70-2 37-8 74-4 75-8 45-2 307 43-2 29-0 47-0 34-8 387
-581 —-465 -165 83 -657 -413 -276 -27-7 -60-3 13-6 —-47-8 51.7 -118 -289 -526 -522 -648 -293 -211 -461
—-42.5 -364 8-9 533 -376 -200 -96 -13 -474 238 -216 69-3 322 -331 -326 -269 -388 16-3 -30-6 -19-8
-251 -278 26-5 65-7 -308 -27-1 14 86 -38-2 324 -33 69-5 301 -202 -212 -—-47 -266 198 73 -90
—-409 -164 39-2 585 -368 -11 104 16-1 —-484 475 -4.0 72-6 48-3 25 -301 -174 -360 -19.7 -161 -56
-653 -631 -256 -189 -645 -42.7 -306 -276 -662 -—-44 -—-427 513 -94 -364 -572 -512 -559 -261 -695 -36-3
2:8 5.0 53-4 75-5 -3 172 35:2 374 -99 58-6 23-8 96-0 58-5 17-2 195 10-8 -6-6 41-3 313 9-6
—-41.6 -344 124 51.0 -447 -26-1 -10-8 55 -479 4.6 —-13.7 74-1 244 -21.8 -145 -195 -63.7 27 =59 -207
53-0 51-6 79-0 89-6 291 48-1 717 729 21-0 79-1 639 106-8 94-8 78-6 54.2 61-4 41-3 53-4 51.0 65-1
31 6-7 48-1 76-1 52 27-5 30-8 44.2 -9 73-2 28-9 97-8 72-3 35.7 138 23-8 4.1 47-2 459 22-3
-33.7 -355 8-9 576 -351 -292 -54 14.1 -397 178 -96 82:4 308 -141 -202 -143 -411 5-0 328 -204
-509 -259 -41 229 -458 -307 -23 -231 -50-8 195 -270 78-9 12.1 -151 -270 -498 -266 -211 -353 -50-8
—-48-8 -326 4.7 356 -456 -276 -69 -86 -619 92 -35 65-8 79 -141 -374 -507 -396 -34 -31.8 -181
-56-5 —-493 -12 232 -565 -555 -361 -22.0 -50-9 11.0 -235 56-0 133 -130 -498 -451 -379 -355 -502 -396
—16-6 15 153 611 -183 -7-2 16-8 12.7 -226 445 -3.7 93-2 27-1 133 -61 -250 -153 23-2 114 2
—-222 -82 156 364 -315 -22.1 -120 -246 -52.2 120 -26 78-1 187 -169 -17-4 -148 -194 181 413 -266
-412 -42.1 -52 372 -541 -219 -344 -121 -461 192 -23.2 65-5 12,7 -229 -186 -255 -290 1.0 -537 -475

000Z YN | T°ON | Sz oA | 195019 °C
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3. Results and discussion secondary structural elements of proteins. Calculated

parameters were normalized with respect to a-helix. Though

Table 1 lists the PDB files used for gathering information  normalization can also be carried out with respect to other
about the secondary structural elements using DSSP  structural elements, which will in turn affect the relative
package. They were subsequently used to compute the DP  magnitude of the DP value but was not required as it would
for amino acid singlets, doublets and triplets with respect to  not have affected the final result. To ensure the absence of

Table 5. Model output showing secondary structure prediction from amino acid sequence by

SSPDP for the protein 8ABP.
Summed Summed Differencein
Sequence Amino 1strank valuefor 2ndrank valuefor percentage Prediction by

number acid SSC 1st rank SSC 2nd rank between 1st and SSPDP

Dol !
ZITUTd TR

1 N R 7 H 36 36 -

2 L H 164 S 65 43 H

3 K H 129 S 23 70 H

4 L H 60 S 55 4 H

5 G R 217 S 131 25 S

6 F S 158 H 28 70 S

7 L S 268 H 206 13 S

8 \Y S 307 H 189 24 S

9 K H 121 S 12 82 -
10 Q R 157 H 129 10 R
11 P R 302 H 15 91 R
12 E H 153 R 122 11 R
13 E R 118 H 108 4 R
14 P R 371 S 66 70 R
15 w R 108 S 90 9 R
16 F S 113 R 1 98 -
17 Q H 83 S 60 16 H
18 T H 37 S 6 73 H
19 E H 212 S 11 91 H
20 w H 180 S 104 27 H
21 K H 149 S 67 38 H
22 F S 107 H 102 3 H
23 A H 148 R 23 72 H
24 D R 161 H 130 11 H
25 K H 145 R 106 16 H
26 A H 129 R 105 10 H
27 G R 310 S 51 72 R
28 K R 173 H 48 56 R
29 D R 185 H 65 48 R
30 L R 33 H 25 14 R
31 G R 282 S 120 40 R
32 F S 110 R 34 52 S
33 E H 152 S 121 11 S
34 \% S 340 H 205 25 S
35 I S 342 H 175 32 S
36 K S 198 H 143 16 S
37 I S 366 H 174 36 S
38 A H 192 S 178 4 S
39 \% S 190 R 84 39 S
40 P R 407 S 105 59 R
41 D R 342 S 57 72 R
42 G R 334 S 88 58 R
43 E R 107 H 106 1 R
44 K H 128 R 55 40 H
45 T S 66 H 62 3 H
46 L H 185 S 101 29 H
47 N H 146 R 58 43 H
48 A H 298 S 68 63 H
49 I H 167 S 144 7 H
50 D R 152 H 24 73 -

SSC, Secondary structural character; H, a-helix; S, b-strand; R, random structure.
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relationship between sequences in the training set used to
generate the deviation parameter and the protein sequence
under prediction one at a time, i.e., Jack-Knife procedure,
was followed. Each time one of the protein out of 408
proteins was removed from the dataset and the rest of the
407 proteins were used to generate the parameters. The
generated parameters were used to predict the secondary
structure of the removed protein. This procedure was
repeated for al the selected proteins
(table 1). The number of generated parameters for singlets,
doublets and triplets in various secondary structural
elements are shown in table 2 by indicating the possible
number of theoretical parameters within parentheses. All the
20 amino acid singlets and 400 amino acid doublets possess
DP value for a-hdix, b-strand and random structures. For
the amino acid triplets which have a computed count of zero
(triplets not found in the selected dataset for a particular
secondary structure), the DP values with respect to that
secondary structure is assigned as zero. The reason for
assigning the zero DP value is not to bias the structural
prediction. The absence of triplets from the dataset does
not mean that thiswill never occur in proteins. In our earlier
analysis on amino acid sequences using the SWISSPROT
protein sequence Release 28, March 94, having 36,000
proteins containing atotal number of 1,24,96,420 amino acid
entries, we found that all the triplets occurred in the protein
sequence dataset with some of them having low occurrence
and a few showing preferentia selection (Veurga and
Mugilan 1997). Since the three-dimensiona structure
database is many fold smaller than sequence database,
some of the triplets are not found in the selected dataset.
Only 57% of amino acid triplets have DP value for a-hdix,
40% for b-strand and 80% for random structures.

Table 3 gives average DP values for amino acid singlets
in a-hdix, b-strand and random structures. In the secondary
structural elements, the DP value for singlets varies from 66
to —59. In a-hdlix, a anine possesses the maximum DP value
(43) and proline possesses the minimum DP value (-59).
Proline possesses the minimum DP value (- 39) in b-strand
too. In bstrand the amino acid valine, possesses the
maximum DP vaue (60). Though proline possesses a
minimum parameter value for a-helix and b-strand, it has the
highest parameter value (66) for random structures because
of theinclusion of b-turns in random structures with proline
being the amino acid of turn structures. In random
structures isoleucine possesses the minimum DP value (-
33).

For the 400 amino acid doublets, the DP values for a
helix, b-strand and random structures are listed in table 4.
For computing the maximum parameter, the average of 5% of
those doublets (20 doublets) which have maximum DP value
was taken and it worked out to be 90, 142 and 102 for &
helix, b-strand and random structures respectively. These
values are roughly twice the maximum parameter value of
the singlets for a-hdix and bstrand. But for random
structure, it is roughly 1-5 times the maximum parameter

value of singlets. The minimum parameter value for doublets
worked out to be — 90, — 82 and — 79 respectively for a-hdix,
bstrand and random structures, which were roughly 2 times
higher in magnitude than the minimum parameter value of
the amino acid singlets with respect to b-strand and random
structures. But for a-helix structure, it was roughly 1-5 times
the minimum parameter value of singlets.

In the case of triplets, the possible parameters were
theoretically 24,000 (8000 each for a-helix, b-strand and
random structures) and we could generate parameters only
for 14172 triplets as the rest of the triplets were not found in
the selected dataset. The maximum parameter of the 5% of
the triplets (400 triplets) which had maximum DP values
worked out to be 244, 372, and 224 for a-hdlix, b-strand and
random structures respectively. These maximum parameters
for a-helix and b-strand had a value 5 times more than that
of the singlet parameters, and more than 2-5 times that of the
doublet parameters. But for random structure, the triplet
parameters were 3-4 times more than that of amino acid
singlets, and 2 times than that of amino acid doublets. The
minimum parameters (400 triplets) worked out to be — 101, —

112 and — 107 for a-hdix, b-strand and random structures
respectively. The generated deviation parameters (a total of
15,432) were used to predict the secondary structural
elements from sequence by adopting the following
procedure.

If we have sequence of a protein as— ALEGAML —the
secondary structural information for G for a particular
secondary structure can be a summed value calculated as,
for a-helix

SUM;, = (G + 3 [((EG)in + (GA)r] +

1§ [(LEG)n + (EGA)n + (GAM)y],

where, sh=singlet deviation parameter for ahdix;
dh =doublet deviation parameter for ahdix; th =triplet
deviation parameter for a-hdlix.

Similar procedure is adopted to compute the summed
value for b-strand (SUM,) and random structures (SUM,)
and the rank order of these summed values was found out.
The summed value of the third rank was normalized to zero
and the subsequent rank orders were computed. For each
amino acid in the sequence the summed value for a-hdlix, b
strand and random structures were cal culated. Based on the
rank order of the summed value secondary structural
characters (H, S, R) were assigned to all amino acids in the
sequence. If a minimum of three or more consecutive amino
acids possessed the same secondary structural character,
then that segment was assumed to belong to that
secondary structure. If a long segment of the amino acid
sequence bears the same secondary structural character
(say H) with one or two secondary structural characters
different, then the second rank order summed value was
taken into account for its prediction. If the difference in
percentage between the summed values of the first and

J. Biosci. | vol.25 | No.1 | March 2000
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second rank order was less than 33-3 and if the secondrank 5 8 and 32- 39 and rest of the amino acids were assigned to
structural character (say H) was the same as that of the  therandom structure.

other amino acids of the selected long segment, these amino To monitor the reliability of our method in secondary
acids were also assigned to have the same secondary  structure prediction, we generated secondary structure for
structural character (H) as that of the running sequence. A all the proteins (408) from their sequence using the DP
typical output for the arabinose binding protein (8 abp) is  values. For the same sequences, secondary structures were
shown in table 5. Based on the above criteriathe following  also generated by NNPREDICT and PHD methods. Our
secondary structures were assigned for the amino acid  classification of DSSP resulted into three states (a-hdix, b
sequence of table 5: a-hdlix: 2- 4, 17- 26 and 44- 49, bstrand:  strand and random) as mentioned in the method of cal-
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culation, analogous to that is used in the work of PHD and
NNPREDICT.

The prediction accuracy in percentage was computed for
the various methods as

n Number of amino acids
é predicted in the segment of a
Prediction i=1  particular secondary structure

accuracy in % 2

x 100
Total number of amino acidsin

A  aparticular secondary structure
=1 segments as generated by DSSP

where, n represents the total number of segments in the
protein bearing the same secondary structure.

The prediction accuracy was computed for al the selec-
ted proteins. The prediction accuracy for a-helix varies from
11% to 90%, 0% to 91% and 11% to 100% respectively by
SSPDP, NNPREDICT and PHD methods. The average value
of the percentage of prediction accuracy for a-helix by
SSPDP, NNPREDICT and PHD methods was found to be
57%, 44% and 69%. This clearly indicates that for helical
prediction our method (SSPDP) has comparable prediction
accuracy as that of PHD method but much better prediction
than NNPREDICT. The prediction accuracy for b-strand
varies from 36% to 96%, 0% to 56% and 11% to 97% by
SSPDP, NNPREDICT and PHD methods. The average
percentage value of prediction for b-strand is 69%, 21% and
53% respectively by SSPDP, NNPREDICT and PHD
methods. The histogram with respect to helical prediction
(figure 1a) indicates that the NNPREDICT method predicted
the more number of proteins at a low accuracy scale (256
proteins have less than 50% prediction accuracy) whereas
SSPDP and PHD methods predicted the more number of
proteins at the higher accuracy scale (309 and 315 proteins
have greater than 50% prediction accuracy for SSPDP and
PHD methods respectively). The SSPDP method tends to
dominate the prediction at 50% to 70% accuracy and the
PHD method vyields highest prediction accuracy with
respect to ahelix. On the other hand in the b-strand
prediction (figure 1b) NNPREDICT method predicts al the
proteins with less than 50% accuracy, the SSPDP and PHD
methods predict even more number of proteins with pre-
diction accuracy higher than 50%.

In order to substantiate our prediction methods, we have
randomly selected 10 proteins which are not included in the
learning set. Using the average DP values, prediction was
carried out and the results which were compared with
NNPREDICT and PHD methods are shown in figure 2. It is
seen from the figure that the average percentage of
prediction for a-helix is 54%, 52% and 87% by SSPDP,
NNPREDICT and PHD methods respectively. For b-strand
the average percentage of prediction for SSPDP is about
61%, while it for NNPREDICT and PHD methods are 35%
and 67% respectively. This also gives an indication that our
method shows similar prediction accuracy for the proteins

which are not part of the selected dataset.

Our method which is novel and does not use multiple
sequence alignment, performs comparably well with the
PHD method. This method is in the process of being imp-
roved with the addition of more number of proteins in the
dataset. In conclusion, our method can also be used for
protein secondary structure prediction from amino acid
seguence.
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