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Continuation of Box 1I.2

Claims Nos.: 1-6,16-27 (a1l in part)

1.} Claims 1-6 and 16-27 (of inventions 1, 12, 14, 19, 28, 46, 49)
relate to an extremely large number of possibie parent polypeptides.
Support and disciosure in the sense of Articles 5 and 6 PCT, however,
can only be found for a very limited amount of the parent polypeptide
derived variants claimed (see examples 1-4). The non-compliance with the
substantive provisions are to such an extent that it has been taken into
account in determining the scope of the search. The search was Timited
accordingly.

Consequently, the search was limited to those variants of parent
polypeptides for which support may be found in present examples 1-4, in
other words: )var1ants of full-Tength human IgGl Fc regions {see present
SEQ ID NO: 1

2) Thus, claim 5.b (of inventions 1, 12, 14, 19, 28, 46, 49) relates to
an extremely large number of a possib?e second mod1f1cat1on in the Igél
Fc region. Support and disclosure in the sense of Articles 5 and 6 PCT,
however, can only be found for a very Timited number of the
modifications claimed (see Figures I3a, 14b). The non-compliance with
the substantive provisions are to such an extent that it has been taken
inte account in determining the scope of the search. The search was
Timited accordingly.

Consequently, the search was limited to those variants of parent
polypeptides for which support may be found in present Figures 13a &
14b, in other words: Tull-length human IgGl Fc regions with at least one
of the following:

(i) Invention 1: 246H, 2465

(11} Invention 12: 257L/252Y 267N/252Y, 257A, 257C, 257D, 257E, 257F,
257G, 267H, 2571, 257K, 257L, 257L/332E. 257L/332E/239D 257L/ 2815
257L/385H, 257L/385N 257L/279E 257L/2790 257L/2790/284E 257L/279Y
zmﬁME%mmﬁ2mﬁ%v%mmwzmﬂmL%m%M2m
257N, 2B7N/279E, 257N/2790, 257N/2790/284E, 257N/279Y, 257N/ 281S,
257N/284E 257N/ 284E/308F , 257N/385H, 257N/306Y, 257N/308F 257N/308Y
2570, EMQNQEUW%% 257R, 2575, 2577, %N 257M, 257Y,
257Y/2790 257Y/ 2815, 257Y/308F

(i11) Invention 14: 279A 279C, 279D, 279F, 279G, 279H, 279I, 279K,
2791, 279M, 279N, 279P, 2790 2790/284E 2790/306Y 2790/308F
2790/311v 2790/335H 579R, 2795 279T, 279, 279Y, 279Y/38EH,
279Y/284E, 279V/308F, 2790/252Y

(iv) Invention 19: 284H 284K, 284F, 2840, 2BIR, 2845, 284Y

(iv) Invention 28: 284E/308F 284E/3osv 308F/252Y 308F/ 2815,

308Y/ 281S, 308A, 308C, 308D, 308E, 308F, 308F/298A/333A/334A
308F/332E, 308F/2390/332E 308F/311V 308F/385H 308F/385N, 308F/428L,
308F/434Y 3086, 308H, 3081, 308K, 308L 308M, 308N, 308P, 308Q, 308R,
3085, 308T 308K, 308Y, 308Y/385H

(v) Invention 46 279E/385H, 284E/385H, 385A, 3B5C, 385D, 3B5E, 385F,
3BEH, 385H/332E, 385H/332E/239D 3851, 385K, 385L, 385M, 385N, 385P,
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3850, 385R, 385S, 385T, 385Y, 3BEW, 385Y
(vi) Invention 49: 387A, 387H, 387K, 387Q

The applicant’s attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPFO
pelicy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guideline C-VI, 8.5),
should the problems which led to the Article 17(2) declaration be
overcome.
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Box I Observations where certain claims were found unsearchable {Continuation of item 2 of firet ehest)

This Intlemational Search Report has not been astablished in respect of certaln claims under Ariicle 17(2)(a) for the foliowing reasons:

1. D Claims Nos.:
because they relate 1o subjset mattar not required 1o be searched by this Authority, nemely:

2, Eﬂ Claime Nos.: 1-6,16-27 (a1l in part)

because they relate to parts of the Intermational Application thet do rot camply with the preseribed requirements to such
an extent that na meaningful International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

4. |:| Clalms Nas_:
becauss they are depandent claims and are not drafted in accordance with the sacond and third sentences of Rule 6.4(g).

Box Il Obaervations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authorlty found multiple Inventions in this international appllcation, as follows:

see additional sheet

1. D As gl required additional search fees were timely paid by the applicant, this Intsmational Search Report covers all
searchable claims.

2. D As all searchable clatms could be ssarched without sfiort justifying an additional f5e, this Authority did not invite payment
of any additional fee.

3. As only some of the required addltional search faes were imely peid by the applicant, ﬂﬁs Intarnetional Search Report
covers only those clalms for which fees were paid, specifically clalms Nos.:

1-6, 16-27 (a1l 1n part)

4. |:| No required addiional search fees wers imely paid by the applicant, Consequenty, this Intemational Search Repart
restricted to the inverition first mentioned in the dalms; it is coverad by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant's protest.

No protast accompanled the paymant of additional search faes.

Form PCT/ASA/210 (continuation of flrst shest (2)) (January 2004)
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This International Searching Authority found multiple (groups of)
inventions in this international appiication, as follows:

1. claims: 1-3, 5.b, 6, 16-27 (all 1in part)
Fc variants comprising at leasi one substitution with
respect to the parent polypeptide: 246H or 2465

2. claims: 1-3, 5.b, 6, 16-27 (all in part)
Fe variants comprising at least one substitution with
respect to the parent polypeptide: 247D or 2477

3. claims: 1-3, b.b, 6, 16-27 (all in part)
Fc variants comprising at least one substitution with

respect to the parent polypeptide: 2484, 248P, 2480, 248R or
243Y

4, claims: 1-3, 5.b, 6, 16-27 {all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 249T or 2494

5. claims: 1-3, 6.b, 6, 16-27 (all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 251D, 251E, 251H, 2511,
251K, 251M, 25iIN, 251T, 251V or 251Y

6. claims: 1-3, 5.b, 6, 16-27 (all in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 2B2F or 252{
7. claims: 1-3, 5.b, 6, 16-27 (411 in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 253L, 253T or 253V
8. claims: 1-3, 5.b, 6, 16-27 {al1 in part)
Fc variants comprising at least one substitution with

EES$ECt to the parent polypeptide: 254H, 254, 254N, 254T or
4

9. claims: 1-3,5.b,7-11,16-27 (all 1in part)
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Fc variants comprising at Teast one insertion with respect
to the parent polypeptide of an Asparagine-residue behind
position 254

10. claims: 1-3, 5.b, 6, 16-27 (all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 25BE, 255F, 255H, 255K,
2555 or 2BBY

11. claims: 1-3, 5.b, 6, 16-27 (all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 256E, 256H or 256V

12. claims: 1-4, B.b, 6, 16-27 (a1l in part}

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 257A, 257C, 257D, 257E,
257F, 287G, 257H, 2b71, 2b7K, 257L, 257M, 257N, 257Q, 257R,
2578, 2b7T, 267V, 267W or 257V

13. claims: 1-3, 5.b, 6, 16-27 (a1l in part)

Fc variants comprising at lTeast one substitution with
respect to the parent polypeptide: 258R or 258Y

14. claims: 1-4, 5.b, 6, 16-27 (all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 279A, 279C, 279D, 279F,
279G, 279H, 2791, 279K, 279L, 279M, 279N, 279p, 279Q, 279R,
2795, 279T, 279W or 279Y

15. claims: 1-2, 5.b, 6, 16-27 (all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 280FE or 280H

16. claims: 1-3, 5.b,7-12,16-27 (all in part)

Fc variants comprising at least one insertion with respect
to the parent polypeptide of an Alanine-residue, an
Aspartate-residue, a Serine-residue or a Threonine-residue
behind position 281
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17. claims: 1-3, 5.b, 6, 16-27 (a1l in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 282D, 282F, 282H, 2821 or
2827

18. ¢laims: 1-3, 5.b, 6, 16-27 (all in part)

Fc variants comprising at least one substitutien with
respect to the parent polypeptide: 283F, 2831, 283L or 283Y

19. claims: 1-3, 5.b, 6, 16-27 (a1l 1in part}

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 284H, 284K, 284P, 2840,
284R, 284S or 284Y

20, claims: 1-3, 5.b, 6, 16-27 {all in part)

Fe variants comprising at least one substitution with
respect to the parent polypeptide: 2858 or 2BhY

2l. claims; 1-3,5.b,7-8,13-27 (all in part)

Fe variants comprising at least one deletion with respect to
the parent polypeptide at position 286

22. claims: 1-3, b.b, 6, 16-27 (all in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 286L
23, claims: 1-3, B.b, 6, 16=27 (a1l in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 287H, 2875, 287V or 287Y
24. claims: 1-3, b.b, 6, 16~27 (all in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 288H, 288Q, 288R or 2885
25, claims: 1-3, b.b, 6, 16-27 (all in part)

Fc variants comprising at Jeast one substitutien with
respect to the parent polypeptide: 305H or 3057
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26. claims: 1-3, 5.b, 6, 16-27 (all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 306F, 306H, 306I, 306N,
306T, 306Y or 306Y

27. claims: 1-3, 5.b, 6, 16~27 (a1l in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 307D, 307V or 307Y

28. claims: 1-4, 5.b, 6, 16-27 (all in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 308A, 308C, 308D, 308E,
308F, 3086, 308H, 308I, 308K, 308L, 308M, 308N, 308P, 3084,
308R, 3085, 308T, 308W or 308Y

29. claims: 1-3, 5.b, &, 16-27 (all in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 309F, 300H, 309I, 309N,
309P, 3090, 309Y or 309Y

30. claims: 1-3, 5.b, 6, 16-27 (a1l in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 310K, 3ION oy 310T
31, claims: 1-3, B.b, 6, 16~27 (all in part)
Fc variants comprising at Teast ome substitution with

respect to the parent polypeptide: 311H, 311L, 3118, 311IT,
311V or 311W

32. claims: 1-2, 5.b, 6, 16-27 (a1l in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 312H

33. claims: 1-3, 5.b, 6, 16-27 (a1l in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 313Y

34. claims: 1-3, 5.b, 6, 16-27 (a1l in pari)
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Fc variants comprising at ieast one substitution with
respect £o the parent polypeptide: 315E, 31b&, 315H, 3i5Q,
3158 or 3157

35. claims: 12, B.b, 6, 16-27 {all in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 317H or 3173

36. claims: 1-3, 5.b, 6, 16-27 (a1l 1in part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 339P

37. claims: 1-3, 5.b, 6, 16-27 (all in part)

Fc varfants comprising at least one substitution with )
respect to the parent polypeptide: 340P

38. claims: 1-3, 5.b, 6, 16-27 (a1l in part)
Fc variants comprising at Teast one substitution with
respect 1o the parent polypeptide: 3418

39. claims: 1-3, 5.b, 6, 16-27 (all in part)

Fc varianits comprising at teast one subst1tution-w1th
respect to the parent polypeptide: 374H or 3743

40. claims: 1-3, 5.b, 6, 16-27 (all in part)

F¢ variants comprising at Teast one substitution with
respect to the parent polypeptide: 376H or 376L

41, claims: 1-3, 5.b, 6, 16-27 (all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 378H or 378N

42. claims: 1-3, 5.b, 6, 16-27 (a1l in part)
Fc variants compristng at least one substitution with

respect to the parent polypeptide:380T or 380¥

43, claims: 1-3, 6.b, 6, 16~27 (a1l in part)
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Fc variants comprising at least one substitution with
respect to the parent polypeptide: 382H

44, claims: 1-%, B.b, 6, 16-27 {all 1in part)

Fc variants comprising at Teast one substitution with
respect io the parent polypeptide: 3B83H, 383K or 3830

45, claims: 1~3, B.b, 6, 16-27 (all 1in part)
Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 384E, 384G or 384H

46. claims: 1-5, b.b, 6, 16-27 (all in part)
Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 38bA, 385C, 385D, 385E,
386F, 386H, 385I, 385K, 385L, 38%M, 385N, 385P, 385Q, 38BR,
3865, 38bT, 385V, 385W or 385Y

47. claims: 1-3, 5.b, 6, 16-27 (all 1n part)
Fc variants comprising at least one substitution with
respect to the parent polypeptide: 386E, 386H or 386K

48. claims: 1-3,5.b,7-8,13-27 (a1l in part)
Fc variants comprising at Teast one deletion with respect teo
the parent polypeptide at position 387

49, claims: 1-3, b.b, 6, 16-27 {all in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 387A, 387H, 387K or 3870Q

50. claims: 1-3, B.b, 6, 16-27 (all 1n part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 389E or 389H

B1. claims: 1-3, 5.b, 6, 16-27 (311 in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 426E, 426H, 426, 426N,
426R, 426V or 426Y
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B2. claims: 1-3, b.b, 6, 16-27 (all in part)

Fc vartants comprising at least one substitution with
respect to the parent polypeptide: 4271

53. claims: 1-3, 5.b, 6, 16-27 {all in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 429D, 429F, 429K, 429N,
4290, 4295, 429T or 429Y

54, claims: 1-3, 5.b, 6, 16-27 {(all in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 430D, 430H, 430K, 430L
4300, or 430Y

B5. claims: 1-3, 5.b, 6, 16-27 (a1l in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 4316, 431H, 43II, 431P or
4318

56. claims: 1-3, 5.b, 6, 16-27 {all in part)

Fc variants comprising at Teast one substitution with
respect to the parent polypeptide: 432F, 432H, 432N, 4328 or
432y

B7. claims: 1-3, 5.b, 6, 16-27 (all in part)
Fc variants comprising at least one substitution with

respect to the parent polypeptide: 433E, 433N, 433P, 433R or
4335

£8. claims: 1-5, 5.b, 6, 16~27 (all 1in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 434H, 434Q, 4345 or 434Y

§9. claims: 1-3, 5.b, 6, 16-27 (all in part)
F¢ variants comprising at Teast one substitution with

respect to the parent polypeptide: 435N

60. claims: 1-3, 5.b, 6, 16-27 {all in part)
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Fc variants comprising at least one substitution with
respect to the parent polypeptide: 436E, 436F, 436H, 436L,
4360, 436Y or 436W

61. claims: 1-3, 5.b, 6, 16-27 (a1l in part)

Fc variants comprising at least one substitution with
respect to the parent polypeptide: 437E or 437Y

62. claims: 1-2, 5.b, 6, 16-27 (all in part)

Fc varianits comprising at least one substitution with
respect to the parent polypeptide: 438E, 438H or 438K

63. claims: 7-10, 16-27 {all in part)

Fc variants which comprise an insertion not mentioned in
claim any of the previous inventions

64. claims: 7-8, 13-14, 16-27 (a1l 1in part)

Fc variants which comprise a deletion not mentioned in any
of the previous inventions

65. claims: 16-27 (a1l in part)

Fc variants which comprise a modification not mentioned in
any of the preceding claim, which is not an insertion or a
deletion, and which exhibii altered binding to FcRn and
Fc—GAMMA-R

66. claim: claim 27 (in part)

Fc variants which comprise a modification not mentioned in
any of the preceding claims, which is not an insertion or a
deletion, wherein the Fc variant exhibits unchanged binding
to F-GAMMA-R and wherein the Fc region is comprised in a
polypeptide which is specific for a cyfokine, a soluble
protein factor or a cancer cell surface molecule.
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