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21a: Mp: 194-196 °C; IR rpa cm 1 (thin film) 3370 (0O—H
stretch), 1730 (C=0 stretch), 1636 (C=0 stretch), 1493 (C=C
stretch), 1456 (C—H bend), 1447 (C—H bend), 1196 (C—0O stretch),
1022, 770; 'H NMR (500 MHz, CD30D) dy 7.48 (d, ] = 8.5 Hz, 1H,
H4),7.29(d,] = 2.5 Hz, 1H,H7), 7.19 (dd, | = 8.5, 2.5 Hz, 1H, H5), 5.00
(@ ] = 75 Hz, 1H, CH), 4.54 (d, | = 17.0 Hz, 1H, H3), 4.48 (d,
J =170 Hz, 1H, H3), 3.86 (s, 3H, OCH3), 1.61 (d, ] = 7.5 Hz, 3H, CH3);
3¢ NMR (125 MHz, CD;0D) §, 174.8 (COOH), 171.0 (C1), 161.6 (C6),
135.8 (C3a), 134.3 (C7a), 125.2 (C4), 121.0 (C5), 1074 (C7), 56.1
(OCHs), 51.2 (CH), 48.1 (C3), 15.9 (CH3); HRMS (ES*) m/z calculated
for CizHy4NO4 [M-+H|*: 236.0917; found: 236.0921. See SI1 part IX
for experimental procedure and SI2 for 'H and 3C NMR spectra.

22a: Mp: 191-193 °C, IR rypyy am™ ' (thin film) 3229 (0-H
stretch), 1717 (C=0 stretch), 1628 (C=0 stretch), 1611 {C=C
stretch), 1558 (C=C stretch), 1506 (C=C stretch), 1447 (C—H bend),
1435 (C—H bend), 1298 (C—N stretch), 1206 (C-O stretch), 1086,
1026, 845, 775; "H NMR (500 MHz, CD30D) dy 7.68 (d, ] = 8.5 Hz,
1H, H7), 713 (d,] = 2.0 Hz, 1H, H4), 7.04 (dd, J = 8.5, 2.2 Hz, 1H, H6),
498 (q, ] = 7.5 Hz, 1H, CH), 457 (d, J = 17.0 Hz, 1H, H3), 450 (d,
J =170 Hz, 1H, H3), 3.88 (s, 3H, OCH3), 1.60 (d, ] = 7.5 Hz, 3H, CH3);
3¢ NMR (125 MHz, CD30D) 6, 174.8 (COOH), 171.0 (C1),164.9 (C5),
146.2 (C3a), 125.6 (C7), 125.4 (C7a), 116.3 (C6), 108.8 (C4), 562
(OCH3), 50.9 (CH), 48.4(C3),15.9 (CHs); HRMS (ES™) m/z calculated
for CigHygNO4 [M-+H|*: 236.0917; found: 236.0921. See S11 part IX
for experimental procedure and SI2 for 'H and *C NMR spectra.
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nseparable regioisomers 28 and 29 in good yield (90%, 1.2 g).
Derivatisation using thionyl chloride and methanol gave the now
separable regioisomeric esters isolated in 1.06 g for ester 30 (84%
yield) and 0.2 g for ester 31 (16% yield) respectively. The overall

ield was quantitative and thus the initial ratio of 28

and 29 for the larger scale was calculated as 84:16 which was
comparable to the small scale result (88:12 of 28:29). Inspired by
this result, the condensation reaction was attempted on a small
scale (30 mg of 27) at room temperature (as opposed to reflux) and
led to an excellent of 97:3 of 28:29 (Scheme 3 and

SI1 part IV.3).
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S43 was synthesised according to general procedure E using methyl 5 methoxy 2-methylbenzoate (S41,
1.00 equiv, 1.05 g, 5.8 mmol), NBS (1.10 equiv, 1.14 g, 6.4 mmol), AIBN (0.02 equiv, 0.02 g, 0.1 mmol)
in CHCl; (24 mL). The reaction was refluxed for 21 h. Crude S43 was treated according to general
procedure L using alanine (16, 1.5 equiy, 775 mg, 8.7 mmol) and NEt; (2.2 equiv, 1.78 mL, 12.8 mmol).
The reaction was refluxed for 2 h. Crude 21a was basified using an aqueous solution of NaOH (2 M)
and the organic impurities were extracted with DCM. The aqueous layer was acidified using an aqueous
solution of HCL (1 M). The organics were extracted with DCM, combined, dried over MgSO, and
concentrated in vacuo. Pure 21a was obtained after trituration in MeCN as a white solid (51 mg, 0.22
mmol, 4% over 2 steps). Characterisation of 21a provided in the main paper and 'H and "*C NMR spectra
of 21a given in SI2..
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Assessment of the regioselectivity in the condensation reaction of unsymmetrical o-phthaldialdehydes
1 with alanine
D'Hollander, Agathe C.A.; Westwood, Nicholas ). - [Tetrahedron, 2018, vol. 74, # 2, p. 224 - 239]

Abstract -~ Index Terms . Substances 103 ~~ Reactions 236 =~ Full Text A

Abstract

One approach for the synthesis of isoindolinones, a privileged bioactive heterocyclic core structure, involves a conden-
sation reaction of o-phthaldialdehydes with a suitable nitrogen-containing nucleophile. This fascinating reaction is re-
visited here in the context of the use of o-phthaldialdehydes that contain additional substituents in the aromatic ring
leading to a detailed analysis of the regioselectivity of the reaction. Eleven monosubstituted o-phthaldialdehydes were
synthesised and reacted with alanine. The regioselectivity observed across the eleven substrates led to the design of a
disubstituted substrate that reacted with very high control. A gram-scale reaction followed by esterification gave one
major regioisomer in high yield. In addition, the regioselectivity observed on reaction of two novel monodeuterated

substrates led to an increased mechanistic understanding.

Index terms

Author keyword: Condensation reaction, Mechanistic understanding, o-phthaldialdehyde, Regioselectivity
EMTREE drug term: alanine, phthalaldehyde
EMTREE medical term: Article, esterification, polymerization, priority journal, regioselectivity, synthesis

Reaxys Index Terms: Swern oxidation, condensation reaction, esterification, pure, reactivity, regioselectivity, separation method, tautomerization
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Assessment of the regioselectivity in the condensation reaction of unsymmetrical o-phthaldialdehydes
1 with alanine

D'Hollander, Agathe C.A.; Westwood, Micholas ). - [Tetrahedron, 2018, vol. 74, # 2, p. 224 - 230]
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@ — 2-{6-methoxy-1-oxoisoindolin-2-yl)propanocic acid
CigHpsMO, 23524 320214483

Afc. Hit Data - 7 Physical Data - 2 Preparations -7 »
N
‘“D’QQ Reactions -7

Identification Spectra - 4

Druglikeness Documents -1 3

~ Hit Data - 7
“ Substance Label - 1 hits out of 1

Hit Data:

v  Melting Point - 1 hits out of 1

“  Crystal Property Description - 1 hits out of 1 Eﬁ%j{rﬁkq] ijﬂﬂ’g%ﬂZlaﬁ;&E{]E
~ NMR Spectroscopy - 2 hits out of 2 gé&?}ﬁ

~ IR Spectroscopy - 1 hits out of 1

“ Mass Spectrometry - 1 hits out of 1
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#  Hit Data -7
21a D'Hollander, Agathe C.A.; Westwood, Micholas ). - [Tetrahedron, 2018, vol. 74, # 2, p. 224 - 239]

“ Substance Label - 1 hits out of 1 Full Ted 7 Details >  Abstract 3

“  Melting Point - 1 hits out of 1

'  Crystal Property Description - 1 hits out of 1 Melting Point, °C Reference
. 194 - 196 D'Hollander, Agathe C.A.; Westwood, Micholas J. - [Tetrahedron, 2018, vol. 74, # 2, p. 224 - 239
% MNMR Spectroscopy - 2 hits out of 2 ‘e Lo ’ ]
Full Text A Details » Abstract »

% IR Spectroscopy - 1 hits out of 1

N Mass SP ectromet ry - 1 h its out 'D-'F 1 Colour & Other Location Reference
Properties
white supporting D'Hollander, Agathe C.A.; Westwood, Micholas ). - [Tetrahedron, 2018, vol. 74, # 2, p. 224
information - 239]

Full Text A Details > Abstract >

ReaxysE & g & BY & SCHk Y

LWy * Description Nucleus Solvents Frequency Location Reference
; fﬁ y& TE o) (NMR (NMR (NMR (NMR
Spectroscopy)  Spectroscopy)  Spectroscopy) | Spectroscopy),
MHz
Chemical 1H d(4}-methanol 500 supporting  D'Hollander, Agathe CA.; Westwood, Nicholas ). -
shifts, information  [Tetrahedron, 2018, vol. 74, # 2, p. 224 - 239]
Spectrum Full Tet 71 Details >  Abstract »
Chemical 13C d{4)-methanol 1258 supporting  D'Hollander, Agathe C.A.; Westwood, Nicholas ). -
shifts, information  [Tetrahedron, 2018, vol. 74, # 2, p. 224 - 239]
Spectrum Full Tet 74 Details >  Abstract »
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Find Similar >

1 Conditions -
Reference

Yield Conditions
D'Hollander, Agathe C.A.; Westwood, Nicholas . - [Tetrahedron, 2018, vol. 74,

In acetonitrile for 4h; Reflux; Inert atmosphere; Overall yield = 90 per-

cent; Overall yield = 38 mg; regioselective reaction; #2,p. 224 - 239]

Full Text A1  Details »  Abstract >

Experimental Procedure A

General procedure: Alanine (16, 1.2 equiv.) was added to a solution of unsymmetrical o-phthaldialdehyde (1.0 equiv.) in anhydrous MeCN (3.8 mL per
). The reaction mixture was heated at reflux for 4 h under a nitrogen atmosphere. The solution was then cooled to rt before be-

mmol of o-phthaldia

ing concentrated in vacuo to rd the crude mixture of regicisomers.

. . 4.3.9. 2-(6-Methoxy-1-oxoisoindolin-2-yl)propanoic acid (21a )
},_%I I:I:' EI‘]General PrOCedure%?& ith 2-(5-methoxy- 1-oxoisoindolin-2-yl Jpropancic acid (22a)
mixture of 21a and 22a was synthesised according to general

* ; A\ N
éﬁ}ﬁi{tﬁﬁl‘]mﬁ procedure B using 4-methoxyphthalaldehyde (20a, 1.0 equiv.,
RN ol) and alanine (16, 1.2 equiv., 19 mg, 0.22 mmol}. A
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WHAT IS CLAIMED:-
L. A method for geneticzlly enginsering
(@) incubating an input composition, ur
T cells, wherein the stimulating conditi
or more intracellular signaling domazin
{b) introducing a nucleic acid encoding
incubating.

2. A method for genetically engineering
population of T cells comprising naive-
the stimulating conditions comprises t

or more intracellular signaling domazin
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‘thE incu thiI‘lg thE in put CDmPDSI‘tiDFl under stimulating conditions 15 perfermed prior To, during and{or subsequent 1o Introducing a nu

receptor.

3. The method of claim 1 or claim 2, wherein the incubating is carried out for at least 3 days.

4. The methaod of claim 1 or claim 2, wherein the incubating is carried cut for at least 4 days.

5. The method of claim 1 or claim 2, wherein the incubating is carried out for at least 5 days.

6. The method of claim 1 or claim 2, wherein the incubating is carried cut for at least & days.

7. A method for stimulating T cells, the method comprising:

cleic acid encading ;

(a) incubating, under stimulating conditions, an input composition comprising T cells comprising 2 culture-initiating amount of naive-like T cells or a CD8+

stirnulated compaosition, wherein the stimulating conditions comprise the presence of a stimulatory reagent capable of activating one or more intracellular si

components of a TCR complex andjor ene or more intracellulzr signaling domains of one or more costimulatory molecules, thereby generating a stimulated

(b} introducing into the stimulated cell compesition a nucleic acid enceding a genetically engineered recombinant receptor, wherein the method thereby ger

cells expressing the genetically engineered recombinant receptor.
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] Abenzo nitrogen hetero-aromatic ring compound and its preparation method and application (by machine
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No author - CN107674059, 2018, A
Patent Family Members: CN107674059 A

I

Abstract ~  Claims ~  FrontPagelnfo +,  Substances 73 .,  Reactions 107 ., FullTex A

Hit Substances(3 .. Claims

> D A model of the Buddhist compoun{ 1. The formula | shows the benzene and nitrogen hetero-aromatic ring compound or its pharmaceutically acceptable salts, stereoisomers, racemic modification, or a prodrug or solvate:

Rand R'in one of the substituted group is selected from The other substituted the base elects from the hydrogen, methoxy, methoxyethoxy,

R"is a substituted or unsubstituted phenyl, phenyl substituted group is selected from halogen, - MO, , - CN, - OH, R! RZ N -, (3 - fluorophenyl) methoxy, C, _ ¢ Alkyl, halogen substituted C, _ ¢ Alkyl, C; _ ¢ Alkenyl, G; _ ¢ Alkynyl, C; _ ¢ Cycloalkyl, C, _ ¢ Alkoxy, halogen-

substituted €, _ ; Alkoxy, C; _ ¢ Naphthenic oxy; RY, R? Are respectively independently represent H, C; _ ¢ Alkyl;

Wherein Q is selected from

L C selected from; _ 5 Alkyl, C; _ ¢ Alkenyl, C; _ ¢ Alkynyl, C; ., Cycloalkyl, and L In S can then be® Substituted;

Al Is selected from - O -, - NH -, § (=0),,, , Amide linkage, ester bond (- COO -), (- COS -) thioester bond, disulfide bond, double bond [...], n-O or covalent bond, and A% In S can then be? Substituted;

12 Said G, _ 5 Alkyl, G5 _ ¢ Alkenyl, G, _ ¢ Alkynyl, C; _ ¢ Cycloalkyl or covalent bond, and L2 In S can then be? Substituted;

or protein labeling application in (B .2 ¢;i4_0_ - NH-, 5(<0),,, G, ¢ Alkyl, Cs_ ¢ Alkenyl, Cy ¢ Alkynyl, Cs_ ¢ Cycloalkyl, and A% In S can then be? Substituted;

Peking University; Lei Xiaoguang; Li Qiang; Il M=p, 1 or 2;

Patent Family Members: CN108148006 A s, 5%, 5% And 5% Are independently selected from - CN, - CF; , - CO; H, halogen, C _ ¢ Alkyl, C5 _ ; Cycloalkyl, G5 _ ¢ Alkenyl, G; _ Alkymyl, B2 O -, B2 R* N -, R? § (=0),, -, R? R* NS (=0), -, R R* NC (=0) -, R* R* NC (=0) O -, R* OC (=0) -, R® C (=0) -, R5C (=0) O -, R* C
Abstract n»  Claims ~»  FrontPage Inf| (=0) NR® -, R® R* NC(=0) NR® -, R® OC (=0) NR°® -, R? § (=0}, NR* -, R® R* NS (=) NR® -, R® R* NC (=NR” ) NR® -, R* R* NC (=CHNO; ) NR® -, R? R* NC (=N - CN) NR® -, R R* NC (=NR ) -, R® 5 (=0) (=NR” ) NR® - Or R® R* N5 (=0) (=NR’ )

U R®,R*,R®, R® And R’ Are respectively independently represent H, C; _ Alkyl, C; _ ; Gycloalkyl, G _ ¢ Alkenyl, G, _ ¢ Alkymyl; when R® And R* Connected to the same nitrogen atom when on, together with the nitrogen atom can form a C; _ 1, Heterolipid ring, this G _ 15

Heterolipid ring can include O, N, 5 (=0),,, The hetero atom; and R? , R*, R®, R® And R” Testing gas channel can be halogen, CN, C, _ ¢ Calkyl or; _ ¢ Cycloalkyl substituted.

_F 2. Benzo nitrogen hetero-aromatic ring compound according to Claim 1, characterized in that R and R ' in one of the substituted group is selected from The other substituted the base elects from the hydrogen, methoxy, methoxyethoxy, R " is a substituted or unsubstituted
A o phenyl, phenyl substituted ethynyl group is selected from, F, Cl, Br, (3 - fluorophenyl) methoxy, - NH3, - N(CH;3 )3 ;

Wherein Q is selected from

L} Is selected from - (CH, ), -, Tis 2 - & integer;

@ = e Al Is selected from - O -, - NH -, - NH - in C can then be| _¢ Alkyl substituted, - 5 -, - SO -, - SO; - Or a covalent bond;

L2 Is selected from - (CH, ), -, N is 0 - 8 integer;

A2 Is selected from - O -, - NH -, - 5 -, - SO -, - SO; -.

3. Benzo nitrogen hetero-aromatic ring compound according to Claim 2, characterized in that R and R ' in one of the substituted group is selected from The other substituted the base elects from the hydrogen, methoxy, R ™ is a substituted or unsubstituted phenyl, phenyl

Beijing University of Chemical Technolegy; Q
Patent Family Members: CN102047209 A
Abstract ~  Claims ~  Front Page Inf

EFIH ‘claim’ RILAEEERFFIRIE

Hit Substamces (10~
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substituted ethynyl group is selected from, F, Cl, Br, (3 - flucrophenyl) methoxy, phenyl may be mone-substituted, can also be a multi-substituted;
Wherein Q is selected from

L! Is selected from - (CH, ), -, Tis 2 - 7 of the integer;

A Is selected from - O -, - NH -, - NH - in C can then be, _ ; Alkyl substituted or covalent bond;

12 Is selected from - (CH, ), -, N is 0 - 2 integer;

A2 Is selected from - O -, - NH -, - 5 - - SO, -.
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A quinazoline derivative according to any one of the preceding claims having a

siructural sub-formula A2
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wherein:

mis 2 and R' is 2-fluoro and 3-chloro,
R? is methoxy;

R is methyl:
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EF R A FHITE R AR
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WO 2O0SAINTST - 184 - PCT/GBINMINHES
and B is hydrogen or {1-6C)alkyl and R® is selected from substituted-(1-6C)alkyl
{wherein substituted-( -6 alkyl is (1-6C)alkyl substituted by 1, 2 or 3 substituents
independently selected from (1-6C)alkoxycarbonyl, carbarnoyl, (2-6C)elkanoylaming, and oxo
or a ( 1-60)alkoxyearbonyl together with a hydroxy group), (1-6C)alkosxy, (1-6C)alkylsulfonyl,
(3-Theterocyelyl (wherein the heterocyclyl is carbon linked), heteroaryl, (3-
Tiheterocyelyl(1-60)alkyl (wherein the heterocyclyl is carbon linked to the (1-6C)alkyl moiety)
and heteroaryl1-60)alkyl,
and wherein any heteroaryl or (3-Tiheterocyclyl group within B is optionally substituted (on
any available carbon atoms) by 1, 2 or 3 substituents independently selected from halogeno, (1-
6C)alkyl, hydroxy(1-6C)alkyl, (1-6C)alkoxycarbonyl, carbamoyl, (2-6C)alkanoylamine and
hydroxy andéor optionally & substituent selected from oxo, cyano, nitro and (1-4C)alkoxy,
and wherein any heteroaryl or heterocyclyl group within R® is optionally substitured on any
available ring nitrogen (provided the ring is not thereby quaternised) by (1-4C)alkyl or (2-
4alkanoyl, or
R® and R® together with the nitrogen atom to which they are attached forma 4, 5 or 6
membered ring which containg one or two nitrogen aroms as the only heteroatoms present in
the ring and which is optionally and which is substituted on an available ring carbon atom by 1
or 2 substituents mdependently selected from carbamoy] and (1-3C)alkylenedioxy.
25. A quinazoline derivative sccording to claim 24, wherein R" is selected from (3-
Tiheterocyelyl (wherein the heterocyelyl is carbon linked), heteroaryl, (3-
Tiheterocyelyl{ 1-6C)alkyl (wherein the heterocyclyl is carbon linked to the (1-6C)alkyl moiety)
and heteroaryl(1-6C)alkyl,
and wherein any heteroaryl or (3-T)heterocyclyl group within R® is optionally substituted (om
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Pharmacokinetic data search results Showjhide columns > | | Show drugsin.. > | | Save [B]| | Export Lcmd
£ 21381 records from PK Data: [Sofosbuvir; Velpatasvir (696) OR Interferon Alfacan-1 (8) OR Interferon Alfa-2b, Recombinant (205) OR Sofosbuvir; Velpatasvir; Voxilaprevir (553) OR Peginterferon Alfa-2b; Ribavirin (50) OR DDl risk caleulator
Ritonavir (0) OR Ledipasvir; Sofosbuvir (823) OR Telaprevir (1691) OR Simeprevir Sodium (122) OR Elbasvir; Grazoprevir (569) OR Dasabuvir Sedium (27) OR Ribavirin (2818) OR Glecaprevir; Pibrentasvir (465) OR ...
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Sort order: Drug {Ascending); Indication Type (Ascending); Endpoint Type {Ascending); / R :j
e Boceprevir Human healthy, Caucasian 400 mg or
g Drug | Study Number / Combis Study Design Epecied Sex Routd Dose Regimen ose Frequend Endpoint Type Endpoint Subty, Endpoint Tested Value
— —
kil E ALE Gefitinb  [IPASS Il  |Monotherapy 3 phase 3, randomized, open-gHuman [Both |Oral [250 mg per day Survival Progression free syTreatment Merenca in progression-free survival 0.74
@ K_ Gefitinh  |[PASS (D721ACO00IIT  |Monotherapy an open label, randomised, par{Human |Both |Cral [0 Clinical response | Objective responseObjective response rate in EGFR mutation positive patients 47.3
> |2 Boceprevir Rat 3 mefkg O efitinb | IPASS (D791ACODOIIT  |Monotherapy an open |abel, randomised, par{Human |Both  |Oral |250 mg once daily|Once aday  |Clinical response | Complete response|Percentage of patients with complete response 0.8
Gefitinb  |IPASS (D791AC000IIL  [Monotherapy an open |abel, randomised, par{Human [Both |Oral [0 Clinical response  |Objective responsgObjective response rate in mutation unknawn group of patients 29.2
b |IPASS (D791ACOOQII  |Maonotherapy an open |abel, randomised, parjHuman [Both |Oral [0 Clinical response | Disease control  |Number of patients with disease contral 432
3 Boceprevir Humsn healthy, Caucasian 1200 mg O efitinb |ISEL(D7913C00704MI  |Monotherapy |2 double-blind, placeba-control]Human [Both |Oral [250 ma once daily|Once aday  |Clinical respanse | Objective response|Obiective response rate in EGFR mutation negative patients 2.6
Gefitinb  |ISEL{D7913C00709II  [Monotherapy 5 double-blind, placebo-control|Human |Both  |Oral |250 mg once daily[Once a day  |Clinical response | Objective response Objective response rate 10.1
Gefitinb  |ISEL Il  |Monotherapy 3 double-blind, placebo-controllHuman [Both |Oral [0 Clinical response  |Objective responsgObjective response rate 1.6
7 = - n . p— Gefitinb  |IPASS (D791ACO00IIL  |Manotherapy an open |abel, randomised, parjHuman [Both |Oral [0 Clinical response | Objective responsgObjective response rate in EGFR. mutation positive patients 47.3
r i
fms T B L] L Gefitinb  |IPASS (D791AC00QII  |Monotherapy an open label, randomised, par{Human |Both |Oral [0 Clinical response  |Response Number of EGFR. mutation negative patients with objective response 20
Gefitinb  |IPASS I [Monotherapy an open abel, randomised, par{Human |Both  |Oral |250 mg once daily[Once a day  |Clinical response | Objective response Objective response rate 43.0
ISEL II  |Monotherapy 3 double-blind, placebo-controllHuman [Both |Oral |250 mg once daily|Once aday | Clinical response  |Objective responsd Obijective response rate 2.6
ISEL Il  |Monotherapy 2 double-blind, placebo-controllHuman [Bath |Oral [0 Clinical response | Objective responsgObjective response rate 2.1
Study 17 I |Combination Phase 3, randomized, double-b|Human |Both |Oral |500 mg once daily|Once a day  |Clinical response | Objective response Objective response rate 321
Gefitinb  |Study 17 I |Combination Phase 3, randomized, double-b|Human |Both |Oral |250 mg once daily[Once a day  |Clinical response | Objective response Objective response rate 35.0
Gefitinb |INTEREST;ISEL;INVIII  [Monotherapy 3 phase III study Human |Both |Oral |250 mg once daily|Once aday  |Clinical response  [Response MNumber of patients with objective response in patients with EGFR. FISH+ tumours [5
Gefitinb  |Study 14 1  |Combination Phase 3, randomized, double-blHuman [Both |Oral |500 mg once daily|Once aday | Clinical response  |Objective responsdObjective response rate 49.7
Gefitinb  |IPASS (D791ACO0QII  [Monotherapy an open label, randomised, par{Human |Both  |Oral [0 Clinical response | Objective responseObjective response rate in mutation known group of patients 37.9
Gefitinb  |IPASS (D791ACO0QII  [Monotherapy an open label, randomised, par{Human |Both  |Oral [0 Clinical response  |Stable disease Number of patients with stable disease 286
Gefitinb  |IPASS II  |Monotherapy an open label, randomised, par{Human [Both |Oral |250 mg once daily|Once aday | Clinical response  |Objective responsd Obijective response rate 43.3
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Blood and lymphatic system disorders
Cardiac disorders
Congenital, familial and genetic disorders
Ear and labyrinth disorders
Endocrine disorders
Eye disorders
Gastrointestinal disorders
General disorders and administration site conditions _—
Hepatobiliary disorders
Immune system disorders
Infections and infestations
Injury, poisoning and procedural complications
Investigations
Metabolism and nutrition disorders
Musculoskeletal and connective tissue disorders
Neoplasms benign, malignant and unspecified (incl cysts and polyps)
Nervous system disorders "

Pregnancy, puerperium and perinatal conditions %
Psychiatric disorders "

Renal and urinary disorders

Reproductive system and breast disorders
Respiratory, thoracic and mediastinal disorders
Skin and subcutaneous tissue disorders
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