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¥
Bt

i
Rai

RN —O

INGA—E— (Y /)
61 (33 ~84)
7.7 (0.3 ~ 98)
12.3 (4~ 17.8)
142 (4 ~ 342)
55.9 (1.4 ~333.9)
85 (9 ~99)
34(1.3~127)
776.9 (52.89 ~ 15740)

CD38+/CD19+ (%)
~AESAEY g/dl
m/ g x10° /Al
WBC x 10° ful
Y235k (Vo)

BzM mg/L

sCD20 M/ml

L T e T e T e T s T e O e O e T e T e B e R e B e B

116 (65)
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%2. sCD20&CLLEEICHITBEE/SA—4—L0OiaMEA &%
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[
L &% PfE (RfA)
[
. Hg 0.02 (-0.18)-
[ B2m 0.006 (0.23)
' RAI(0, 1L, II-IV) 0.01 (Kruskal-Wallis)
[
. E*x—(A,B,C) 0.004 (Kruskal-Wallis)
I \V/\ 0.004 (-0.22).
[
. %CD19+/CD38+ 0.03 (0.20)
[ EEE 0.07
[
. FE 0.25
[ EHRX 0.11
E S 0.53 (0.05)
o UisKEk 0.71 (-0.03)
" WBC 0.33 (-0.07)
[
. R 0.66
L
O000ooao
Ooooao
[ #3. BT Sy RLHIBRRBEBRET L (N=180)
S o Ry P
[ A
[ AESBREY -0.241 0.79 0.0005
[ log (B,M) 2 737 0.0005
[ RAI 0.353 1.42 0.018
RAI=3,4(vs0,1,2) 0.995 2.71 0.021
E /i -0.008 0.99 0.020
[ log (CD38+/CD19+) 0.551 1.73 0.023
[ sCD20 0.0002 1.00 0.006
[ lo8(sCD20) 0.374 145 0.080
[ sCD20>=1875 1.11 3.03 0.020
[ S 0.025 1.02 0.22
log (%- 1)/ $Ef) 024 1.27 0.32
L g wBO) 0.183 12 0.43
[ wma=3p -0.13 0.88 0.76
[
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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet)

This inlernational report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claim Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claim Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to
such an extent that no meaningful international search can be carried out, specifically:

3. D Claim Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule
6.4(a).

Box II Ohbservations where unity of invention is lacking (Continuation of Item 2 of firse sheet)

This Intemational Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all
searchable claims.

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite
payment of any additional fee.

OO

As only some of the required additional search fees were timely paid by the applicant, this international search
report covers only those claims for which fees were paid, specifically claims Nos.:

4. @ No required additional search fees were limely paid by the applicant. Consequently, this international search report
is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1, 2, 3 (ia part}, 18, 19, 20
(in part), and 21

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

D No protest accompanied the payment of additional search fees,

Form PCT/ISA/210 (continvation of first sheet(1}) (July 1998)
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING

This applicatjon contains the following inventions or groups of inventions which are not so linked as to form a single general
inventive concept under PCT Rule 13.1. In order for afl inventions to be examined, the appropriate additional examination fees must
be paid.

Group 1, claim(s) 1-3 and 18-23, drawn to a method for determining or monitoring the efficacy of immunotherapy.

Group II, claim(s) 4-8, drawn to a method for treating a patient.

Group 11, claim(s) 9-17, drawn {0 a method for detecting an antigen-antibody complex.

Group IV, claim(s) 24-32, drawn to a mcthod for monitoring a hyperproliferative disease.

Group V, claim(s) 33-41, drawn io a method for monitoring an antoimmune disease.

Group VI, claim(s) 42-49, drawn to a method for determining tamor mass.

Group VII, claim{s) 50-53, drawn to a method for staging a B cell hyperproliferative disease.

Group VIII, claim(s) 54-57, drawn to a method for monitoring a B cell hyperproliferative disease.

Group [X, claim(s) 58-61, drawn to a method for monitoring a hematopoietic hyperproliferative disease.

Group X, claim(s) 62-64, drawn to a method for staging a T cell hyperproliferative disease.

Group XI, claim(s) 65-67, drawn to a method for monitoring a T cell hyperproliferative disease.

Group XII, claim(s) 68-70, drawn to a method for staging a myeloid hyperproliferative disease.

Group XIII, claim(s) 71-73, drawn to a method for monitoring a myeloid hyperproliferative disease.

This application contains claims directed to more than one species of the generic invention. These species are deemed to lack unity of
invention because they are not so linked as to form a single general inventive concept under PCT Rule 13.1.

In order for more than one species to be examined, the appropriate additional examination fees must be paid. The species are as
follows:

Group 1
Species 1-3, claims 1-3 and 18-23, insofar as the ¢laims are drawn to the method of claim 1 or claim 18 wherein said antigen and said
antibody are selected from the group consisting of CD20 and Rituximab, CD52 and Campath-1H, and CD33 and Mylotarg™.

Group II:
Species 1-3, claims 4-8, insofar as the claims are drawn to the method of claim 4 wherein said antigen is selected from the group
consisting of CD20, CD52, and CD33.

Group III:
Species 1-3, claims 9-17, insofar as the claims are drawn 1o the method of claim 9 wherein said antigen and said antibody are selected
from the group consisting of CD20 and Riuximab, CD32 and Campath-1H, and CD33 and Mylotarg™.

Group IV:
Species 1-110, claims 24-32, insofar as (he claims are drawn to the method of claim 24 wherein said neoplasm is selected from the
group consiseing of melanoma, nom-small cell lung, small-cell lung, fung hepatocarcinoma, retinoblastoma, astrocytoma, gliobastoma,

Form PCT/ISA/210 {second sheet) (July 1998)
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gum, tongue, leukemia, neuroblasloma, head, neck, breast, pancreatic, prostate, fenal, bone, testicular, ovarian, mesothelioma,
cervical, gastrointestinal, lymphoma, brain, colon, bladder, chronic lymphocytic leukemia, acute myelogenous leukemia, acute
lymphoblastic leukemia, meledysplastic syndrome, chronic myelomonocytic leukemia, juvenile myelomonocyte lenkemia, multiple
myeloma, T-cell chronic lymphocytic leskemia, and prolymphocytic leukemia and wherein said said antigen and said antibody are
selected from the group consisting of CD20 and Rituximab, CD52 and Campath-1H, and CD33 and Mylotarg™.

Group V:

Species 1-7, claims 33-41, insofar as the claims are drawn Lo the method of claim 33 wherein said autoimmune disease is selected
from the group consisting of Sjogren's syndrome, rhenmatoid arthritis, systemic lupus erythematosus, antoimune thyroid disease,
refractory ocular inflammatory disease, multiple sclerosis, and Wegener's granalomatosis.

Group VI:

Species 1-28, claims 42-49, insofar as the claims are drawn (e the method of claim 42 wherein said mmor is selected from the group
congisting of melanoma, non-small cell lung, small-cell lung, lung hepatocarcinoma, retinoblastoma, astrocytoms, gliobastoma, gum,
tongue, leukemia, neuroblastoma, head, neck, breast, pancreatic, prostate, renal, bone, testicular, ovarian, mesothelioma, cervical,
gastrointestinal, lymphoma, brain, colon, bladder, and chronic lymphocytic leukemia.

Group VII:

Species 1-9, claims 50-53, insofar as the claims are drawn to the method of claim 50 wherein said B cell hyperproliferative disease is

selecled from the group consisting of chronic lymphocytic lewkemia, acuie lymphoblastic leukemia, melodysplastic syndrome, chronic
myclomonocytic lewkemia, juvenile myelomonocyte leukemia, mulliple myeloma, hairy cell leukemia, prolymphocytic leukemia, and

lymphoma.

Group VII:

Species 1-9, claims 54-57, insofar as the claims are drawn to the method of claim 54 wherein said B cell hyperproliferative disease is
selected from the group consisting of chronjc lymphocytic leukemia, acute lymphoblastic leukemia, melodysplastic syndrome, chronic
myelomoenoeeytic leukemia, juvenile myelomonocyte lcukemia, maltiple myeloma, hairy cell leukemia, prolymphocytic leukemia, and
lymphoma.

Group IX:

Species 1-9, claims 58-61, insofar as the claims arc drawn (o the method of claim 58 wherein said hematopoietic hyperproliferative
disease is selected from the group consisting of chronic lymphocytic lenkemia, acute lymphoblastic leukemia, melodysplastic
syndrome, chronic myelomonocytic lenkemia, juvenile myelomonocyte lenkemia, multiple myeloma, hairy cell leukemia,
prolymphocytic leukemia, and lymphoma.

Group X:

Species 1-9, claims 62-64, insofar as the claims are drawn Lo the method of claim 62 wherein said T cell hyperproliferative disease is
selected from the group consisting of chronic lymphocytic leukemia, acute myelogenous leukemia, ucute lymphoblastic leukemia,
melodysplastic syndrome, chronic myelomonocyric leukemia, juvenile myelomonocyte leukemia, multiple myeloma, T-cell chronic
lymphocytic leukemia, and prolymphocytic leukemia.

Group XI:

Species 1-9, claims 65-67. insofar as the claims are drawn to the method of claim 65 wherein said T cell hyperproliferative discase is
selected from the group consisting of chronic lymphocytic leukemia, acute myetogenous leukemia, acute lymphoblastic leukemia,
melodysplastic syndreme, chronic myelomonocytic leukemia, juvenile myelomonocyte lenkemiz, multiple myeloma, T-cell chronic
fymphocytic levkemia, and prolymphocytic leukemia.

Group XII:

Species 1-9, claims 68-70, insofar as the claims are drawn Lo the method of cluim 68 wherein said myeloid hyperproliferative disease
is selected from the group consisting of chronic lymphocytic leukemia, acute lymphoblastic leukemia, acute myelogenous leukemia,
melodysplastic syadrome, chronic myelomonocytic leukemia, juvenile myelomonoeyte leukemia, multiple myeloma, hairy cell
leukemia, prolymphocytic leukemia, and lymphoma.

Group XIII:

Species 1-9, claims 71-73, insofat as the claims are drawn to the method of ¢laim 71 wherein said myeloid hyperproliferative disease
is selected from the group consisting of chronic lymphoeyiic leukemia, acute lymphoblastic leukemia, acute myelogenous leukemia,
melodysplastic syndrome, chronic myelomonocytic leukemia, juvenile myelomonocyte leukemia, multiple myeloma, hairy cell
feukemia, prolymphocytic leukemia, and lymphoma.

The inventions listed as Groups I-X1II do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT
Rule 13.2, they lack the same or corresponding special technical features for the following reasons:

Form PCT/1SA/210 (second sheet) (Tuly 1998)
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The special technical feature of group 1 is determining the efficacy of immunotherapy.

The special technical feature of group II is treating a patient.

The special technical feature of group II1 is defecting an antibody-antigen complex.

The special technical feature of group IV is monitoring a hyperproliferative disease.

The special technical feature of group V is monitoring an autoimmune disease.

The special technical feature of gtoup VI determining the presence of a tumor.

The special technical [catuzre of group VII is staging a B cell hyperproliferative disease.

The special technical feature of group VI is monitoring a B cell hyperproliferative disease.

The special technical feature of group [X is monitering a hemalopoietic hyperproliferative disease.
The special technical featare of group X is staging a T cell hyperproliferative disease.

The special technical feature of grdup XI is monitoring a T celi hyperproliferative disease.

The special technical featare of group XII is staging a myeloid hyperproliferative disease.

The special technical feature of group XIII is monitoring a myeloid hyperproliferative disease.
Therefore, the inventions do not share the same special technical featurc so as to form a single general inventive concept.

The species listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, the
species lack the same or corresponding special technical features for the following reasons:

Because the antigens, antibodies, and discases to which the claims refer are different, the species of inventions do net share the same
or corresponding special technical feature.

Continvation of B. FIELDS SEARCHED Item 3:
MEDLINE, WEST: circulating immune complex. antibody-antigen complex, serumn, plasma, Rituximab, EDEC-C2B8, anti-CD20,
CD20, ELiSA, efficacy, immunotherapy

Form PCT/ISA/210 (second sheet) (July 1998)
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