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" Executive Summary

Background

Along recent economical development of Korea, the average life span of
the Korean people has been increased dramatically. As the lifespan is
increased, average occurrence rate of all cancers have increased from
219.9 cases per 100,000 in 1999 to 252.5 cases per 100,000 in 2005.
Even though many reports show different results, it is normally accepted
that the occurrence rate of carcinoma of unknown origin (CUP) is 2-6%.
However, only 1,500 cases of CUP were reported annually in Korea
according to the National Health Insurance records and may hold less
significant epidemiologic values. Some experts say that the reason why
only a small number of CUP is reported is because the Health Insurance
Review Agency’s "Drug Guideline for Cancer Patients"does not include
CUP. Therefore, when a patient is diagnosed with CUP, the economical
burden on the patient is increased dramatically. As of result, many of the
CUP patients are being treated under a different diagnosis. This results in
underestimating the importance of CUP in the Korean population and
inadequate allocation of medical resources. Even though CUP is known to
have bad prognosis, various adequate treatments may be performed to
increase the patient’s survival. It is important to provide an adequate
socioeconomic support to apply effective treatment plans for CUP
patients. Therefore, systematic reference analysis was performed to

evaluate the effects of initial treatment.

Inclusion and exclusion criteria

There was no age limit in selecting CUP studies. The analysis included
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both randomized and non randomized clinical studies as well as
consecutive case series. All of the CUP patients included in the study
failed to detect the cancer origin with abdominal or chest CT/X-ray.
Articles that are not original (eg. traditional narrative reviews, letters or
editorials), case reports and multiple publications have been eliminated.
Also, studies that changes treatment methods during the follow up period

has also been eliminated.

Literature search

In order to search the references, MEDLINE, EMBASE, Cochrane Central
Register of Controlled Trial(CENTRAL) were used. There were no language
limitations and the search date was in between 2009.08.24 to
2009.09.01. KoreaMed, Kiss, Riss4u, KM base were used to search for
local publications. The search date was in between 2009.09.08 to
2009.09.09. Since local search engines were not equipped with keyword
search functions like in Medline, EMbase and CENTRAL, hand searching
was also additionally performed on Korea Cancer Association Publications
and The Korean Society for Therapeutic Radiology and Oncology
Publications. The selection process was performed by researchers in two

groups.

Study selection

Two researchers performed independent review of all references during
the initial step. When there were differences in between the two
researchers, a third researcher stepped into the process to adjust the
differences. The initial selection process was done based on the
publication’s abstracts and title and the final selection was done after

reading the full publication.
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Assessment of the Quality

Five evaluation criteria according to the Cochrane review guideline was
set for comparative studies. They are sequence generation, allocation
concealment, blinding, incomplete outcome data and selective outcome
reporting. MINOR instrument was used as an evaluation tool for a single
arm studies. Two individual researchers performed the evaluation process

and a third researcher confirmed the process.

Data Extraction

A standardized data extraction tool has been used by one clinical
researcher and a statistician. The clinical data were reviewed and
discussed with the advisory committee, and the survival data collections

were reviewed by the statistical principal investigator.

Statistical Analysis

Due to variety of treatment methods and diseases forms, it was unable
to combine results from the randomized trials. The median survival rate,
one and two year survival rate and response rate have been analysed as
common outcomes. For each outcome, we basically combined the results
from studies to produce an overall result of the outcome for each
treatment subgroup rather than attempting to statistically compare
between treatment regimens. Considering heterogeneous clinical
characteristics and limitations of study designs of the primary studies due
to lack of comparative studies, we performed the analysis in an

exploratory approach.

— il —



Result

Out of 880 potentially eligible references, total of 34 references based
on clinical trials were included in the final analysis. Six publications dealt
with comparative treatment studies and 28 publications dealt with single
group of chemotherapy therapy regimen. Treatment drugs used,
diagnostic criteria and patient characteristics for each included study have
been summarized.

The median survival rate of CUP patients was 8.8months when treated
with platinum based chemotherapy. One year survival rate was 35% and
two year survival rate was 19%. When the patients were divided into
cases where taxane which is not currently covered by insurance was
used and cases where taxane was used and the results were analyzed, a
tendency of improved treatment effects in terms of survival and reactions
resulting from the use of taxane was observed in cases where taxane
was used (median survival periods; 9.4 vs 8.3 months, one year survival
rates; 41 vs 31%, two year survival rates; 22 vs 16% and response
rates; 0.39 vs 0.29). The tendency of improvement in survival outcomes
when taxane based treatment was given was clearly maintained even
when factors that cause heterogeneity between the studies included in
the analysis were compensated and statistically significant improvement
in median survival periods by around 1.5months(p=0.099) and one year
survival rates by around 8.4%(p=0.023) could be estimated. The one
year survival rate when Taxane and platinum were used in combination
was 41.8% and thus it was higher than the case of taxane combination
treatment that did not include platinum (36.6%) and the case of
platinum combination treatment that did not include taxane (32.11%o)
and much higher than the case of other combination treatments that did
not include taxane nor platinum (25.56%0).

Although the treatment that included Platinum showed higher survival
outcomes and response rates than cases where Platinum was not

included in the results of simple small group analysis (median survival
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periods; 9.4 vs 8.3 months, one year survival rates; 41 vs 31%, two
year survival rates; 22 vs 16% and response rates; 0.39 vs 0.29), the
tendency of these difference was observed to be minor when
heterogeneity between studies had been compensated.

Cases where larger numbers of anticancer drugs showed more highly
improved outcomes in small ground analysis but the differences were not
observed any longer when heterogeneity between studies had been
compensated. When cases where new regimens appeared relatively
recently were used and cases where traditional regimens were used were
reviewed separately, very little differences were shown in survival
outcomes.

The response rate was significantly better in groups that used newly
developed medicines such as taxane, gemcitabine and irinotecan (29%
vs. 38%). Two-drug regimen showed better response rate than singe
drug regimen and more than triple drug regimen improved the response
rate significantly (12% vs. 29% vs. 38%). After correcting differences in
histological characteristics, the existence of metastatic tumors in the liver
and the patterns of metastasis of patients included in different studies,
the above mentioned difference was very small and thus no clear ground
appeared for considering that the improvement in response rates

contributed to treatment.

Conclusion

Through the results of this study that has been conducted with
exploratory based on small group analysis, clear superiority or inferiority
between certain treatments could not be confirmed. However, through
the works to organize grounds that had been accumulated through
previous studies and evaluate and integrate the grounds, the general
orientations of treatment effects of different treatment methods could be
identified and presented.

Among the primary anticancer chemotherapies in diverse combinations



tried on patients with cancer of unknown primary sites, clear extensions
of survival periods and improvement of survival rates were observed in
the case of complex anticancer chemotherapy including taxane. Survival
outcomes when taxane and platinum were used in combination were
better than when taxane combination treatment that did not include
platinum or platinum combination treatment that did not include taxane
was used and much better than when other combination treatments that
did not include taxane nor platinum and this can support the hypothesis
that the optimal combination is the combination of taxane and platinum.
These results can be utilized as basic grounds for selecting primary
complex anticancer chemotherapies for patients with cancer of unknown
primary sites and also can be utilized as basic information necessary for

creating ground data through additional clinical studies.
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Assessment suggested

Target patient population

Minimal standard work-up

Thorough medical history and physical

- All patients
examination
Basic blood and biochemistry survey All patients
CT scans of thorax, abdomen and pelvis All patients

Work-up for clinicopathological subsets

Mammography or breast MRI (optional)

Female with axillary adenopathy

Serum a-fetoprotein and b-human chorionic
gonadotropin

Patients with midline metastastatic
disease

Serum prostate-specific antigen

Male with adenocarcinoma bone
metastases

Head and neck CT scan or CT/PET scan
(optional)

Cervical adenopathies with squamous
cell carcinoma

Endoscopies

Must be sign or symptom oriented
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Abbruzzese 2

SO AE™o|, BOrMo|, Neuroendocrine carcinomac®ilA
F2 o3 Axfo|n, Wy, W Mo 4, ZHO|, Mre U oTE XD YD AA
ZE AR QI clTo| Uof Afo| 91g2 HISD ULt
OF, §, SMSIH Xfo|o|x HIFI X|Zof LSt YrUt QefrS| Xto|u B 3
ZOo| ®Xj NCI clinical trial registry®] 5% X% 7O A1 Z2 HYXM H|
WUMAIES FOto] I YoM HHo XY Jfwo| Lstct
13, Sxf 218 2! AYURA=H Ho|hol| cist UMAIA
Title Phase Type Age | Protocol ID
Capecitabine, Carboplatin and Weekl
Paslitaxel for’ Patienltos With Solid Tur:\/ors I, |l Treatment >18 0SU-0317,
. . ' - NCT00201734
and Adenocarcinoma of Unknown Primary
. . SCRI REFMAL
LBH589, Paclitaxel, Carboplatin +/-
Bevacizumab for Solid Tumors Treatment | 218 121,
NCT00556088
Pilot Study of Cyclophosphamide and Biomarker/La JHOC-J0685,
.y . Y .p p- un- boratory NA_00003073,
Cryoablation in Patients With Advanced or . ) =>18
Metastatic Epithelial Solid Cancer specified | analysis, 0685,
P Treatment NCT00499733
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REFHE MEDLINE, EMBASE, Cochrane central register of
trial(CENTRAL)Q| 37l MX{t|o|E{H|o|AE HMOIHCE, Qofof H|ot2
H, MEDLINE, EMBASE, Cochrane central register of

controlled
£X| opgre

controlled

trial(CENTRAL)2| AMULZ 2009'd 8% 24URE 9™ 1U0IY. 2t FXH|O[EH|O]

AY M WL C1SI 2T

F4. Ovid MEDLINES| ZMF=f

Index Search Result
(cancer or carcinom® or neoplas* or malignan® or tumor or tumor).mp.
1 [mp=title, original title, abstract, name of substance word, subject heading 2201336
word]
» (unknown primary or unknownorigin or occult primary).mp. [mp=title, 12156
original title, abstract, name of substance word, subject heading word]
3 Neoplasms, Unknown Primary.mp. or Neoplasms, Unknown Primary/ 2225
(1 and 3) or 2 5500
5 Randomized controlled trials.mp. or Randomized Controlled Trial/ 348337
6 Randomized controlled trial.pt. 283687
7 Random allocation.mp. or Random Allocation/ 67239
8 Double blind method.mp. or Double-Blind Method/ 104994
9 Single blind method.mp. or Single-Blind Method/ 13606
10 Clinical trial.pt. 461395
11 (clinic$ adj trial$1).tw. 137379
12 | ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw. 101811
13 | Placebos.mp. or Placebos/ 29513
14 | Placebo$.tw. 120725
15 Randomly allocated.tw. 115632
16 | (allocated adj2 random).tw. 650
17 Randomised controlled trials.mp. 5880




18 exp Clinical Trial/ 598596
19 | exp Randomized Controlled Trials as Topic/ 64251
20 exp Clinical Trials as Topic/ 224000
21 review.pt. 1500883
22 Case report.tw. 147939
23 | Letter.pt. 669806
24 Historical article.pt. 278024
25 | (or/5-18) 824710
26 | (or/19-24) 2691369
27 25 not 26 41
28 4 and 27 41
H5. EMBASES| Mzt
Index Search Result
1 ‘unknown primary'/exp OR 'unknown primary' OR 'unknown origin' OR 11308
‘occult primary'
5 '‘cancer'/exp OR cancer OR carcinom* OR neoplas* OR malignan* OR 3105623
‘tumor'/exp OR tumor
3 ‘cancer'/exp AND of AND unknown AND primary AND site 6476
4 #1 AND #2 OR #3 9633
5 clinical AND trial 852196
6 randomized AND controlled AND trials 53648
7 'randomization'/exp 57562
8 double AND 'blind'/exp AND procedure 94340
9 single AND 'blind'/exp AND procedure 43032
10 | crossover AND procedure 28773
11 ‘placebo’/exp 225000
12 randomied AND controlled AND trial$.tw. 0
13 | rcttw. 0
14 | random AND allocation.tw. 0
15 randomly AND allocated.tw. 0
16 allocated AND randomly.tw. 0
17 allocated AND adj2 AND random.tw. 0
18 | single AND blind$.tw. 0
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19 | double AND blind$.tw. 2
20 treble OR triple AND adj AND blind$.tw. 0
21 placebo$.tw. 1
22 prospective$.tw. 0
23 | prospective AND 'study'/exp 318102
o4 case AND 'study'/exp OR case AND report.tw. OR abstract AND report 1419547
OR 'letter'/exp
25 #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 1193548
OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24
26 | #25 not #24 875446
27 #26 and #4 354
H6. Cochrane central register of controlled trial2| ZAHFZf
Index Search Result
1 (Neoplasms, Unknown Primary) o124
prasms, Y (5228)
2 (Neoplasms, Unknown Primary) and (therapy) in Clinical Trials 3888
111
3 (Neoplasms, Unknown Primary) and (Therapeutics) (40)
74
4 (Neoplasms, Unknown Primary) and (Therapeutics) and (intervention studies) @)
, ) . . ) 66052
5 (Neoplasms, Unknown Primary) and (Therapeutics) or (intervention studies) (40451)
6 (Therapeutics) or (intervention studies) 76150
P (50123)
4396
7 #1 AND #6
( ) (659)
8 'unknown primary' OR 'unknown origin' OR 'occult primary’ 0
2607
9 (unknown primary ) or (unknown origin):iti or (occult primary):au (755)
. . . 3068
10 (unknown primary ) or (unknown origin) or (occult primary) (1041)
11 (cancer ) or (carcinom* ) or (neoplas* ) or (malignan® ) or (tumor ) 70698
(60747)
3068
12 #9 OR #10
( ) (1041)
683
13 (#12 AND #11 AND #5)
(45)
14 (#12 AND #11 AND #1) 869
15 (#12 AND #11 AND #1) 241
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3.2.1.1 d%I|=E(Inclusion criteria)
CUP X|gof 9t A=z A, UUWHPAE AU YeHM HY EH Computerized
tomography2 Al%stld, §8 Computerized tomography, £E& X-rays A%
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Sxk9| Aol HWIL= Cochrane Collaboration? HIEE ¥ (Risk of bias)
BItEE  ArgotY. HIEEH ¥ Wl k4= Sequence generation,
Allocation concealment, Blinding, Incomplete outcome data, Selective
outcome reporting, Other source of bias? 67 EH|Qlez /go| Eof QYo

O, 22 30| SO YA HAORULE

pasng-

1

S4D2Y3|oaH

o | 2yio] WWIE 2F WIKD A2 SUHOT Looryn, ARK 2 0|HO| UL
79 ATYYE T AAS ZHOIYCL.
umote| WS B7I ZOO, F 679 ATl WOl FIE 2OIUTH. % W
Fooll St ME U§L T 2ok

D Sequence generation: &A%

- Yes: =AM Mg HMEUMET 2FHY U, blocked randomization,
stratified randomization$)

- No: &M 4o RHEAUMNY, FUSEHY, YUY F)

- Unclear: 2%8% 24, Wt 29

@ Allocation concealment: Yj7%g&A 20|
- Yes: HH3L yrHo| o3t Hi{HAN 2H|(FYClM FEAUY Y, EFFIIL FOUH

$5 0% 5)

L5 [ o

- No: WM WIS AlYorQoL Smyy SXH o1Zo| gt FQ

@ Blinding: ¥ £= B2°l i3t =714 H§
o L Lot
=2 —_ —_ a

- Yes: ZIO| HIEYS Ao £ U WY ME ES WIHO PIpyY of
&I, 7172 o8 X5 5%)

- No: =722 AR g

- Unclear: =710 239 ¥¥2 U1E = A3%AE =21 MYSHK| ¥, WY 2T

@ Incomplete outcome data: E2X9t Hut X7
- Yes: @7l SEA W HFEMZ I XY (Intention-to-treat)



- No: ZEX|9f| doo} Y32 Y= HL, As-treated (per-protocol) 2MH

(® Selective outcome reporting: Zao| tgr MEX™ H1 IJtesd
- Ewt| o2&l 70| ¢lg
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¥ 7. RCT Y7} ©do|z
Yes 22 HIEES| 2™
No =2 HIEE 2
Unclear ot 28
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HIEXe] |39 HMItE Slim 5(2003)°] L3t Methodological Index for
Non-Randomized Studies(MINORS)E Z€95%t. MINORSE 2000 °|¥ Jj
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2 A9 EHE H|FEY ALEs HHUALZN Single arm study, Trial,
Non-RCT, case series®|tf. O & 37H A& 379 trialZ FEYEHE HAZ A
T2 trial 2t Y 2MZ AYYSIX] ¢of & trialZ Y AF=E UAFOIAY. TfEpM
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# 8. Non-RCT ZEJ} HYIIE

0 AZ0| =l UX| BES
1 AZ0| =0 AX|ZH FEHG

2 20| Eof U Hus

3.4 Y E4

3.4.1 PaY a3

Sequence of generation, Allocation concealment, Blinding,
Incomplete outcome E=HQAUQ BFIrFH tigt WAL= B 92 17 1° HA|6t
%A, selective outcome reporting 9 %% incomplete outcome data®t
H AHEM QUole F21Pt o3 Y222 0|9 3Fots TMII WAHLH Us HC=Z
FOII2 ot oIt oY U EHOl MYHOZE £YEUd, 1 Zy H19 U9

Yol J|20tl UE WSS FAUY| JACHD U S| XHY AYS KL 47|

e N o2

4 32
£Q

2tt. Other source of biask Z2 0|82 Eo|Atgo| git

J

Sequence of generation B7f FF°l s ¥ 4AUPalmeri, S., V.
Lorusso, et al. 2006, Assersohn, L., A. R. Norman, et al. 2003,
Huebner, G., H. Link, et al. 2009, Dowell, J. E., A. M. Garrett, et al.
2001)° SEY HiIFAFS MY AAWOIATY I|&EO] UUL, YHX] A 2A
(Culine, S., A. Lortholary, et al. 2003, Shildt, R. A., P. S. Kennedy,
et al. 1983) 2 X9 uiFgagell oish Aol AU

Allocation concealment 87F GGl ti3] ¥ 6 F 1AUO| v =M 2o

Oith 21&2 StRH.



Blinding B2 €<l 4isf 23 6 BT =7IE0| HHESH o|FoH E2H2
Y Culine, S., A. Lortholary, et al. 2003 2#9|M survival®l th
ol gigt AZOl AU2Y responseM e F2HXro| it =2FEol s eigol U

Incomplete  outcome @7t  FFl HYiME EF® 66U
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Intention-to-treat £AM-& A|SHoICE,

3.4.2 B2 A3

HSEre] A7 gt TYIF Wape E 1000 MASIUC T A FEYES I
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# 9. RCT =&t 2ol e

Reference Study Sequence of Allocation Blindin Incomplete Selective Other source of
No. design generation concealment 9 outcome reporting bias
1 RCT Yes No No Yes
2 RCT unclear No No Yes

Eds| oZst Ho| g2
3 RCT Yes Yes No Yes =&s| AgE 2ol @
4 RCT Unclear No No Yes
5 RCT Yes No No Yes
6 RCT Yes No No Yes
s g R
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Bindng I
[neomplete auteame &3
l L | 1 l |
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I 11. RCT th&e] EF

RCT Tx Group 1 Tx Group 2
) ) Sex Histology ECOG Metastasis ] ) Sex Histology ECOG Metastasis
Ref | Antineoplastic N Antineoplastic N
ID | Agents MUFl 12 3] alol 1 =2ty Agents Ml Fl 12 alalol1|=2"|By
er | e er | ne
cisplatin, cisplatin,
1 paclitaxel, | 33 |25 825/ 0| 0| 8 | 10|22 1 8 7 | 14| gemcitabine, 33127 6|23, 0 0]10(12{20| 1|10 ] 11|15
gemcitabine vinorelbine
cisplatin cisplatin
2 'SP, 139 1 06 13/ 26| 12| 0 | 1 |16/ 17] 6 | 21| 10 | 20| TP 10 |18/ 22| 24| 10| 0 | 4 | 13| 20| 7 | 21 | 16 | 30
gemcitabine irinotecan
5-fluorouracil,
3 | 5-fluorouracil | 45 | 28| 17| 15[ 10| 0 | 20| 2 | 31|12 | 30| 2 |22 . . 43 | 201 23| 18| 13| 0 [ 12| 8 |20 15| 21| 2 | 17
mitomycin
cyclophosphamide,
4 |5-fluorouracil| 20 | -| - | - | - | - | - 12 - - - | 5-fluorouracil, 6| -1 -|-|-1-1 - 13 - - -
doxorubicin
carboplatin, gemcitabine,
5 i 42 |23/ 19 - | - | - | - 114|120 5 | 23| 8 |36 i . 45 27118 - | - | - | -1 9|125{10| 29| 8 | 37
paclitaxel vinorelbine
carboplatin paclitaxel,
i
6 p_ 117110 7|14 3| 0| 0| 6| 4| 6 | 11 7 | 11| 5-fluorouracil, 17110 7|11 511,10 6|9|3]10]| 4 |10
etoposide .
leucovorin

*Histology: 1-Moderate to well differentiated Adenocarcinoma, 2-poorly differentiated Adenocarcinoma+Undifferentiated Adenocarcinoma, 3- Adenocarcinoma with
neuroendocrine differentiation, 4-Others
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H 12. Non-RCT CHAle| EXA

No | Histology ECOG Metastasis ﬁ;:

of Tx No. Antineoplastic Agents N

Arm M | F | 1 2 | 3| 4]0 1 >2 | Liver | Bone | > | Tx
1 7 | oxaliplatin,capecitabine 51 35 16 7 44 0 0 21 20 5 20 5 - X
2 8 carboplatin,irinotecan 45 23 22 21 10 0 14 19 22 4 8 4 32 X
3 9_1 |carboplatin,docetaxel 24 9 15 - - - - 16 8 0 0 0 8 X
4 9 2 |carboplatin,docetaxel 23 12 11 - - - - 13 7 3 9 5 13 X
5 10 | oxaliplatin,irinotecan 47 33 14 19 25 0 3 16 20 11 27 13 27 X
6 11 | carboplatin,gemcitabine,capecitabine 33 | 19 14 | 22 | 10 0 1 9 15 9 20 0 10 X
7 12 | bevacizumab, erlotinib 51 22 29 19 11 4 17 6 43 2 - - 11 0
8 13 |carboplatin,gemcitabine 50 23 27 - - - - 10 28 12 38 6 - X
9 14 | carboplatin,paclitaxel 22 13 9 15 - - 7 7 13 2 17 3 - X
10 15 | carboplatin,etoposide,doxorubicin 102 | 54 48 38 50 0 14 51 43 8 27 31 89 X
A 16 | docetaxel,gemcitabine 36 | 23 12 16 | 20 0 0 13 20 3 15 14 26 X
12 17 | cisplatin,gemcitabine,etoposide 40 25 5 15 10 0 5 8 18 4 6 9 27 X
13 18 | cisplatin,5—fluorouracil,mitomycin 31 18 13 22 5 1 3 6 20 5 7 0 16 X
14 19 | cisplatin,doxorubicin,cyclophosphamide | 22 13 9 8 14 0 0 - - - 6 4 12 X
15 20 |cisplatin,5-fluorouracil,epirubicin 43 27 16 - - - - 12 12 7 16 0 31 X
16 21 | carboplatin,paclitaxel 77 32 45 33 41 0 3 - - - 19 9 17 X




17 22 | carboplatin,etoposide,epirubicin 62 36 26 24 7 0 31 19 43 22 10 - X
18 23 | carboplatin,paclitaxel,etoposide 55 | 27 | 28 | 30 | 21 2 1 7 42 6 9 2 14 X
19 24 | cisplatin,5-fluorouracil,etoposide 46 - - 26 0 0 16 9 29 2 - - - X
20 25 | gemcitabine,irinotecan 40 20 20 15 17 6 2 2 36 2 - - - 0
21 26 | cisplatin,paclitaxel 37 20 14 31 0 0 6 29 8 12 12 35 X
22 27 |cisplatin,docetaxel 5 1 4 4 0 0 1 3 1 1 - - - X
23 28 |carboplatin,paclitaxel,gemcitabine 120 | 64 56 63 36 0 21 27 77 16 51 27 78 X
24 29 | carboplatin,paclitaxel,5-fluorouracil 60 39 21 0 0 0 60 10 45 5 - - - X
25 30 |gemcitabine 39 | 21 18 | 23 | 12 3 1 - - - - - - 0]
26 31 | paclitaxel 11 5 6 9 2 0 0 1 10 0 - - - 0
27 32_1 |carboplatin,paclitaxel,etoposide 71 35 | 36 | 34 | 30 6 1 9 50 12 - - 43 X
28 32_2 |cisplatin,docetaxel 26 13 13 13 11 2 0 10 10 6 - - 19 X
29 32_3 |carboplatin,docetaxel 47 | 25 | 22 18 | 28 0 1 9 26 12 - - 32 X
30 33_1 |cisplatin,etoposide,ifosmide,bleomycin 30 | 15 15 0 30 0 0 6 17 7 3 8 17 X
31 33_2 | cisplatin,5-fluorouracil,interferon 18 §) 12 18 0 0 0 9 8 1 6 0 8 X
32 34 | cisplatin,etoposide 16 9 7 6 9 0 1 - - - 5 8 10 X

* Histology: 1-Moderate to well differentiated Adenocarcinoma, 2-poorly differentiated Adenocarcinoma+Undifferentiated Adenocarcinoma, 3- Adenocarcinoma with
neuroendocrine differentiation, 4-Others
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Ref Stud
=7} ) Y Inclusion Criteria
ID Design

Exclusion Criteria

Diagnostic W/U

measurable disease, ECOG 0-2, age
between 18 years and 75 years, a
life expectancy) 12 weeks, written
informed consent.

white blood cells 3000/mL, platelets
100,000/mL, hemoglobin 9.5 g/dL,
bilirubin (1.5 mg/dL, aspartate and
alanine aminotransferase levels (3
times the upper limit of normal, and
creatinine <2.0 mg/dL

1 O|Etz|o} RCT

significant comorbidities (uncontrolled
diabetes, active systemic infections, a
history of severe coronary artery disease
or myocardial infarction within the last 6
months, psychiatric conditions, the
presence of central nervous system
metastases, a history of other cancers
within the previous 5 years , and
pregnancy or lactation

**subgroups that were suitable for
well-defined treatments (ie, women with
adenocarcinoma involving axillary lymph
nodes as the only site of disease, women
with papillary serous carcinoma of the
peritoneum, patients with squamous cell
carcinoma that involved either cervical or
inguinal lymph nodes only, patients with
poorly differentiated carcinomas that
suggested germinal tumors and with
elevated levels of b-human chorionic
gonadotropin and/or a-fetoprotein, and
patients with carcinoma that involved a

complete history

physical examination

blood chemistry urinalysis
mammography

thoracic and abdominopelvic
computed tomography scans
bone scan

endoscopic

light microscopic




single, potentially resectable site)

age older than 18 years;
histologically confirmed CUP; no
previous chemotherapy; ECOG 0, 1,
or 2; measurable disease; absolute
neutrophil count »1,500/ L, platelet

subsets with specific well-defined
treatment (ie, women with adenocarcinoma
that involved only axillary lymph nodes,
women with papillary serous carcinoma of
the peritoneum, patients with squamous
carcinoma that involved only cervical or

- history
- physical examination
- chemistry profile

count) 100,000/ L, serum creatinine | inguinal lymph nodes, carcinomas with - chest roentgenograms
2 oatA RCT concentration )1.25x upper normal neuroendocrine features, and patients with | - computerized tomography scan of
limit, or creatinine clearance more carcinoma that involved a single the abdomen and pelvis
than 60 mL/min; normal function potentially resectable tumor site), - mammography
tests for liver(serum bilirubin level symptomatic brain metastases, history of - directed radiologic
{1.25x upper normal limit); and previous malignancy with the exception of | - light microscopic diagnosis
cardiac ejection fraction greater skin cancer or cervical carcinoma- in-situ,
than 50% pregnant or lactating women, or
severecoexistent medical illnesses
histologically or cytologically intracerebral metastases, history of other - complete medical history
confirmed CUP adequate bone malignancy (apart from adequately treated | - physical examination
marrow function (platelets »100 109/I, | non-melanotic skin cancer or carcinoma - full blood count and film (for red
3 g2 RCT white blood count »3 109/, in situ of the uterine cervix), uncontrolled cell fragmentation)

neutrophils »1.5 109/1), renal
function(serum creatinine {132
mmol/l, urea {10.7mmol/l) and

angina pectoris or clinically significant
cardiac dysrhythmias, pregnancy or any
psychological condition

- serum biochemistry
- Computed tomographic (CT) scans
of the chest, abdomen, pelvis

fruaby Buipiogpjjo) 21D Pa} paspg-2d2Uuaping [PUOCIIDN
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hepatic function (bilirubin <30
mmol/I).

Patients had to have a good
performance status (PS)(Eastern
Cooperative Oncology Group (ECOG)
PS 0-2)and a life expectancy of
more than 3 months

histological diagnosis of

Identification of primary site, previous

history and physical examination
chest X-ray

three urinalyses

six stools for occult blood

count »1000/ml, thrombocytes
»100,000/ ml, creatinine{2x UNL,
bilirubine{2x UNL, AST/ALT{5x UNL),
no prior chemotherapy, and the

or mediastinal), and women with
predominant axillary lymph nodes and

suspected breast cancer Pregnant women

RCT abdominal CT or echsonography

adenocarcinoma of unknown primary | chemotreatment mammogram, acid phosphatase
bronchoscopy, barium enema,
upper Gl series, proctoscopy,
gallium and thyroid scans

histologically/cytologically proven Complete history, physical

adeno- or undifferentiated Patients with resectable disease, men with examination

metastatic CUP ECOG PS <3, features of the extragonadal germ cell - chest X-ray

adequate bone marrow, renal and cancer syndrome, <50 years, lymph node - CT scan of chest and abdomen

=al RCT hepatic function (absolute neutrophil | involvement predominantly retroperitoneal upper intestinoscopy

colonoscopy

mammography (in women)

PSA, AFP, and hCG(in men)
directed workup of symptomatic




absence of brain metastasis or
severe comorbidity. Age within 18-80

areas

histologically confirmed CUP
ECOG( 3

|dentification of primary tumor

prior chemotherapy

squamous cell carcinoma

males with a PSA . 20 ng/mL or who were

- history and physical examination

- stool guaiac test

- chest radiography

- complete blood count

- routine chemistries

- computed tomography scan of the
abdomen and pelvis

6 o= RCT serum creatinine{ 1.5 mg/dL age ¢ 45 years with a predominant tumor - Men also had their a-fetoprotein,
a bilirubin level{ 1.5 mg/dL mass in a midline position b-human chorionic gonadotropin,
Women with axillary lymph nodes as the and prostate specific antigen
sole site of disease (PSA) levels tested at the time of
initial evaluation. Women had their
CA 125 and CA 15-3 tested, and
mammography
Favorable subset: female with axillary LN, - chest and abdomen CT
7 =0 SAT CUP Hitology: s_mall cell, NECA, .SqCCa, . - abdominal ultrasound
ECOG)2,prior CTx, 2nd malignancy, brain - endoscopy, colonoscopy, mamography
metastasis - PET(optional)
diagnosed as having CUP active infection, bowel obstruction, interstitial | - complete history
chemotherapy naive pneumonitis, uncontrolled severe heart - physical examination
8 ol SAT ageX20 years disease, uncontrolled diabetes mellitus, - chest X-ray

life expectancy of at least 3 months
an Eastern Cooperative Oncology
Group performance status of p2

pregnant or lactating women, symptomatic
brain metastasis, severe coexistent medical
illness or a past history of hypersensitivity

- whole-body computed tomography
- blood counts and blood chemistry
examinations
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the presence of a measurable lesion
as assessed by Response Evaluation
Criteria in Solid Tumors (RECIST)
(Therasse et al, 2000)

adequate organ function (total
leukocyte countX3000 per ml or
absolute neutrophil countX1500 per
ml, platelet countX100 000 per mli,
serum total bilirubinp1.5 mg dl 1,
serum alanine aminotransferasep?2
times the upper limit of normal,
serum creatininep1.5mg dl 1)

to drugs
ascites that required drainage or active

massive pleural effusion or

concomitant malignancy

subgroups that were suitable for
well-established treatments (i.e., men with
blastic bone metastases showing features of
adenocarcinoma and elevated PSA, women
with axillary lymph nodes as the only site of
disease showing features of
adenocarcinoma, woman with papillary
serous carcinoma of the peritoneum,
patients with either cervical or inguinal
lymph node involvement only with features
of squamous cell carcinoma, patients with
poorly differentiated carcinomas suggestive
of germ cell tumour with elevated levels of
AFP and/or b-HCG, patients with low-g rade,
well- differentiated neuroendocrine
carcinoma and patients with carcinoma
involving a single, potentially resectable site)

- urinalysis

- pharyngeal, upper gastrointestinal,
lower gastrointestinal or barium
enema endoscopy, mammography,
bone scintigraphy

9 Jg|A

SAT

histologically or cytologically
confirmed adenocarcinoma or poorly
differentiated carcinoma were
eligible if no primary tumour
chemonaive performance status (PS)

presence of central nervous system
metastases, active coronary artery
disease, heart failure, other major medical
illnesses, life expectancy shorter than 12
weeks isolated axillary adenopathy,

history

physical examination

- blood and urine chemistry

- chest x-ray

- computerised tomography (CT) of




was 0-2 by ECOG, granulocyte count
1 500/ml, platelet count 100 000/ml,
serum creatinine51.5 mg/d|,
bilirubin51.5 mg/dl and AST/ALT5
2x-5x the upper limit of normal in
the absence or presence of liver
metastases respectively and
measurable or evaluable disease

isolated squamous cell cervical or inguinal
adenopathy and patients with elevated
germ cell serum markers
(Alpha-fetoprotein, Human Chorionic
gonadotropin) or abnormal serum PSA

the abdomen/pelvis

- mammography, endoscopic,
Hematoxylin-eosin light
microscopy

a performance status 0, 1 or 2, AST,
ALT (2.5xN, or AST and ALT ¢(5xN in
the presence of liver metastases,

locally treatable disease, central nervous
system metastases not controlled with
previous radiation therapy, female subjects
with peritoneal or axillary lymph node
carcinoma of unknown primary site, male
subjects with elevated serum levels of
prostate-speciWc antigen, -human

chorionic gonadotropin or alpha- fetoprotein,

- history and physical examination

- basic blood and biochemistry
survey

- urinalysis

- fecal occult blood test

10 | Za|A SAT N ' .
bilirubin (1.5 xN, ANC ) 1,500, PLT previous chemotherapy, concomitant - computed tomography scans of
»100,000, haemoglobin »8.0 and sCr uncontrolled, non-malignant disease (heart thorax, abdomen and pelvis,
1.5 failure or uncontrolled coronary disease, - directed imaging studies
uncontrolled diabetes mellitus, active - endoscopies
infection, chronic diarrhoea or unresolved - Immunohistochemical evaluation
bowel obstruction/ sub- obstruction), other
malignancies and pre-existing peripheral
neuropathy
11 o= SAT cytologic or histologic confirmation brain metastases well-defined treatment - complete history
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of metastatic carcinoma ages 18
years or older, Zubrod performance
status (PS) 2, and adequate organ
function as defined by neutrophils
1500/mm3, platelets 100,000/mm3,
serum creatinine 2.0 mg/dL, and
bilirubin 1.5 mg/dL effective
contraception during treatment One
prior chemotherapy regimen without
carboplatin, gemcitabine, or
capecitabine

approach (isolated squamous cell
carcinoma of the cervical lymph nodes,
women with isolated axillary
lymphadenopathy or predominant
peritoneal carcinomatosis, men 50 years
of age with poorly differentiated
carcinoma in the mediastinum and/or
retroperitoneum) active systemic
malignancy or any serious comorbid
medical or psychiatric condition

- physical examination

- laboratory evaluation

- computed tomography of the
chest, abdomen and pelvis

- mammography

- immunohistochemical staining

histologies included adenocarcinoma,
poorly differentiated adenocarcinoma,
and poorly differentiated carcinoma
**previous treated or advanced liver
metastasis, predominent bone
metastasis, 3 or more visceral
metastasis *** ECOG 0,1,
Neutrophile)1000, PLT)75000, Bil1.5xN,
Cr¢2.0, 18years or older, swallow oral
medication

CTx within 4 weeks of study entry,
previous Tx with EGFR inhibitors or
angiogenesis inhibitors **recent M, stroke
***active brain metastasis, concurrent
infection, Surgery within 28 days,
Gastrostomy, grade 4 thromboembolic
event, coagulopathy or bleeding diathesis

- complete history,

- physical examination

- chemistry profile

- computed tomography scans of
the chest and abdomen

- directed radiologic work-up of the
symptomatic areas

fol
ol

adenocarcinoma, large-cell
carcinoma, undifferentiated
carcinoma and carcinoma ‘not
otherwise specified’, 18 years of age

Squamous cell carcinoma, small-cell
carcinoma/neuroendocrine carcinoma and
serous/papillary carcinoma, Prior
chemotherapy

- immunohistochemistry

- CT scan of chest, abdomen and
pelvis

- mammography




or over, ECOG performance status of
0-2, life expectancy of greater than
3 months, measurable or evaluable
disease

- endoscopy, colonoscopy,
bronchoscopy

performance status of 0-2, a life
expectancy of at least 3months,
neutrophil count) 1500/ mm3, platelet
count »100,000/mm3, creatinine{ 1.5
mg%, total serum bilirubin ¢ 1.5
mg/dL, and alanine aminotransferase

another active malignancy, except for
adequately treated basal cell, squamous
cell skin cancer, or in situ cervical
cancer. Pregnant or lactating women.
Patients with ACUP in subsets with
well-defined treatments: women with

- complete history

- physical examination

- chemistry profile

- computed tomography (CT) scan

14 oj= SAT ] o . . . . .
(ALT) less than 2.5 times upper limit disease involving only axillary lymph of the chest, abdomen, and pelvis
of the institutional normal range, nodes, women with isolated peritoneal - directed workup of symptomatic
Bidimensional measurable disease, disease, carcinoma involving a single sites(imaging and/or endoscopy)
recovery from prior surgery or resectable site, and midline lymph node - immunohistochemical stains
radiation therapy, negative serum disease compatible with extragonadal
pregnancy test, germ cell tumors

. . . . - haematological and biochemical
o . . carcinoma or undifferentiated tumour in . o
bidimensionally measurable disease, . . . investigation
cervical nodes as the only site of disease
age 70 years or less, ECOG . i ) - tumour markers
previous diagnosis of cancer at known
performance status (3, WBC »4000; . . ) ) - chest X-ray
15 | O|Efz|ot SAT sites, coexistent cardiac failure or

plateletsy100 000, creatinine and
urea {1.5xN(upper limit of normal),
bilirubin {1.5xN; liver enzymes{3xN

ischaemia, psychiatric disorder or other
severe medical illness and less than 3
months of life expectancy

- abdominal ultrasound

- CT of abdomen and thorax
- bone scan

- immunohistochemistry
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HLUE2A=SE ™oy X|EHe fFE4
age 18 years; histologically confirmed . o . .
] . inclusion in subsets with specific well
CUP (well or poorly differentiated . ) )
. ] i defined treatment (i.e., women with
adenocarcinoma, poorly differentiated . ) .
. . adenocarcinoma that involved only axillary
carcinoma); no previous ) . .
. lymph nodes, women with papillary serous history
chemotherapy; an Eastern Cooperative . . . . . o
carcinoma of the peritoneum, patients with physical examination
Oncology Group (ECOG) performance ) ) ) )
sguamous carcinoma that involved only chemistry profile
status of 0, 1, or 2, measurable ) . i
. . cervical or inguinal lymph nodes, patients chest roentgenograms
disease; an absolute neutrophil count . ] ) .
_ with carcinoma with neuroendocrine computed tomography scan of the
16 IEA SAT (ANC) 1500/ L, a platelet count . . . .
. features, and patients with carcinoma that abdomen and pelvis
100,000/ L, a serum creatinine . i )
. . involved a single potentially resectable mammography
concentration 1.25 times the upper N _ _ ) _ _
o . tumor site), symptomatic brain directed radiologic
limit of normal or creatinine clearance . . . . . . . .
. metastases, a history of previous malignancy light microscopic diagnosis
50 mL/mn, a serum bilirubin level 1.25 ) . ) . o
] o with the exception of skin cancer or Immunoperoxidase staining
times the upper limit of normal; a . . .
. o . cervical carcinoma in situ, pregnant or
cardiac ejection fraction 50% by . )
i . . . lactating women, and women with severe
echocardiographic or radionuclide . . .
. . coexistent medical illnesses
cineangiography
{70 years old, Treatment had to be treatable tumours, such as women with . o
) i . ) ) ) physical examination
the first-line therapy, performance adenocarcinoma involving only axillary . .
. . chemistry profile
status (PS) (3, adequate bone marrow | lymph nodes or the peritoneal cavity,
. ) . . ) computed tomography scan of the
B function (white blood cell count patients with squamous cell carcinoma .
17 A9l SAT chest, abdomen and pelvis

>4000/x | and platelets =100 000/ 1),
normal liver function (bilirubin <1.5
mg/dl) and normal renal function
(creatinine <1.5 mg/dl) Patients with

involving only cervical lymph nodes,
patients with a suspected germ cell
tumour indicated by clinical characteristics
and patients with prostate-specific antigen

mammography
colonoscopy, fibrogastroscopy and
bronchoscopy




brain metastasis were also eligible for
the protocol if they had undergone
surgery and/or radiotherapy treatment
previous to chemotherapy.

Painful bone lesions could be treated
with palliative radiotherapy before the
beginning of the treatment

elevated in their plasma or stained in

their tumour

**recent heart attack, congestive heart
failure or other severe coexistent
medical illness

**history of previous malignancy within 5
years, with the exception of skin
carcinoma or cervical carcinoma in situ;
or pregnancy or lactation

chemo-na i “ve, performance status
of (3, adequate haematological,
renal and liver function

tumour markers, radiology and/or the
clinical scenario were in keeping with
primary prostatic cancer(PSA 410 ng mi71
and/or bone only disease in a male),
ovarian or primary peritoneal cancer
(women with only peritoneal disease and
Cal125 450 U ml71), or germ cell neoplasm
(predominantly midline poorly differentiated
tumour in a male under the age of 50,
with or without elevated bHCG or AFP), or
if they had nodal disease only which was
localised to a single lymph node region

- medical history and physical
examination

- full blood count, serum

biochemistry and tumour markers

Plain chest radiographs

abdominopelvic CT scans
- mammography

chest CT scan, pelvic ultrasound,
endoscopy, barium studies, bone
scintigraphy(optional)

1]

[>

All the investigations to locate the
primary site were unsuccessful before
the inclusion. Adequate renal
(creatinine ,120 mmol/l), hematologic

not described

- Computed tomography scans of
the pelvis, abdomen, and chest
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(absolute neutrophil count .2 3 109/
and platelets .100 3 109/1), and liver
functions (alanine aminotransferase,
aspartate aminotransferase , 2.5 U/I)
were required for entry in the study
and before each new treatment cycle.
Normal cardiac function was assessed.
At least one metastatic lesion had to
be measurable clinically or
radiologically.

chemotherapy-nallve, performance
status 0, 1, 2 or 3, were under 75

complete history

physical examination
biochemistry profile

serum markers (including AFP,

20 sF SAT years, had adequate renal, liver and | severe cardiac disease HCG and PSA)
bone marrow function and chest X-ray
bidimensionally measurable disease CTscan of the abdomen
directed radiological work up of
any symptomatic areas
measurable or assessable disease cardiac arrhythmias, symptomatic heart complete history
assessed by radiologic evaluation failure, history of myocardial infarction, detailed clinical examination
within 14 days of enrollment. It was re-existing neuropathy, newl blood chemistr
21 | aza | sAT v P o pathy, newly v

also required to have a minimum life
expectancy of 3 months and a World
Health Organization performance

documented brain metastases, and serious
illnesses including uncontrolled infections
and psychiatric disorders. Female patients

urinalysis
test for occult blood in stools
chest radiograph




status of 0 to 2.

Patients had to be chemotherapy-
nai ve, be aged 18 to 75 years, and
have adequate hematologic, renal, and
hepatic functions defined by a
granulocyte count greater than 1.5 3
109/L, platelet count greater than 150
3 109/L, serum creatinine level within
normal limits, bilirubin level less than
1.5 times the upper normal limit, and
AST two times the upper normal limit

- abdomen and pelvis computed
with adenocarcinoma involving only tomography

axillary lymph nodes - symptom- or sign-directed
imaging or endoscopic studies

in patients without liver metastases
and five times the upper normal limit
in patients with documented liver
metastases

- . - haematological and biochemical
minimum life expectancy of 3

. screen, serum tumour markers
months and to be of a performance | not described )
22 J2|A SAT ) . - chest radiograph
status 0-2 without an underlying (5years before the study #21) .
- CT scan of abdomen and pelvis

severe disease .
- endoscopies

Well diff adenocarcinoma, Poorly diff Patients with ACUP in subsets with - complete history,
adenocarcinoma, poorly diff carcinoma, well-defined treatments: women with - physical examination
23 o= SAT poorly diff neuroendocrine carcinoma, adenocarcinoma involving only axillary - chemistry profile
sg-cell carcinoma **no previous lymph nodes, SqCCa only in cervical or - chest X-ray
chemo **PS of 0-2, a life expectancy inguinal region, carcinoma involving a - computed tomography scans of
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of at least 3months, measurable
disease, ANC) 1500, PLT »100,000, single resectable site, and clinical picture
- e ) the abdomen
creatinine{ 1.5 mg%, bilirubin ¢ 1.5 suggesting germ cell tumors . ) .
. o o directed radiologic work-up of the
mg/dL, ALT less than 2.5 times upper recent MI, CHF, other severe coexisting )
e e . - . . symptomatic areas
limit of the institutional normal range, medical conditions, brain metastasis
Bidimensional measurable disease
medical history
physical examination
chest X-ray
PS 0-3, normal renal function, computed tomography scans of
24 o= SAT normal hepatic function, normal previous treatment the abdomen, pelvis
peripheral blood counts sputum cytology
mammography
gynecological examination
head and neck, gastrointestinal
Histology: adenocarcinoma, poorly
differentiated adenocarcinoma, poorly ) . L
. . . history, physical examination
differentiated carcinoma, poorly
. . . complete blood counts
differentiated neuroendocrine . )
. . . serum chemistry profile
carcinoma, and poorly differentiated . . .
) Active untreated brain, meningeal computed tomography (CT) scan
25 o= SAT squamous carcinoma

***Patients were required to have
received one previous chemotherapy
regimen for carcinoma of an unknown
primary site. Previous therapy could not
have included treatment with either

metastasis

of the chest and abdomen
specific radiologic or endoscopic
evaluation




gemcitabine or irinotecan, unless the
patient had previously achieved either
an objective response or stable disease
to a regimen containing 1 of these
agents, and had been off therapy for
an interval of greater than 3 months

*WBC »4000; platelets)y100 000, normal
liver and kidney function

26

ra

SAT

18 and 70 years old, performance
status 0-2, adequate cardiac
function; adequate bone marrow
function ; WBC)»3500, neutrophil
count) 1500/ mm3, platelet count
»100,000/mm3, creatinine{ 1.5 mg%,
total serum bilirubin ¢ 2 mg/dL, AST
two times the upper normal limit in
patients without liver metastases
and five times the upper normal limit
in patients with documented liver
metastases

women with an adenocarcinoma involving
only axillary lymph nodes; women with an
adenocarcinoma involving only the peritoneal
cavity; patients with a squamous cell
carcinoma involving only cervical lymph
nodes or inguinal lymph nodes; patients with
a PDC consistent with a germ cell tumour
involving isolated midline structures or with
elevated levels of human chorionic
gonadotrophin or alpha-fetoprotein, or
patients with a single, small, potentially
resectable tumour  ***another uncontrolled
serious illness, a history of previous
malignancy within 5 years with the exception
of a skin carcinoma or a cervical carcinoma
in situ, and brain or meningeal metastases
*¥pregnancy and lactation

complete history, physical
examination

chemistry profile

chest X-ray

computed tomography of the
chest, abdomen, and pelvis
mammography(in women)
directed work-up of any
symptomatic areas

light microscopic
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. . . complete history, physical
subsets with specific, well-defined o
examination
treatments were excluded. ) . .
. . blood and urine chemistry profile
These subsets included women with
age between 18 and 75 years, PS . i . chest X-ray
. adenocarcinoma that involved only axillary .
0-2, life expectancy )8 weeks, . . CT of the abdomen and pelvis
27 U= SAT . . lymph nodes, patients with squamous cell .
measurable lesions, No prior . . . gastrofibroscopy
carcinoma that involved only cervical
chemotherapy . . mammography
lymph nodes or inguinal lymph nodes, and .
. . . . directed work-up of any
patients with carcinoma that involved a .
. . . symptomatic areas
single potentially resectable tumor site . )
light microscope pathology
subsets known to have good prognostic history and full physical
features were excluded from this study. examination
These subsets included women with laboratory tests (complete blood
adenocarcinoma involving only axillary counts, and a chemistry profile
chemotherapy-nallve, performance . ) . . . )
lymph nodes or the peritoneal cavity, including liver function tests,
status 0, 1 or 2, were under 75 . ) i ;
. patients with squamous cell carcinoma electrolytes, and renal function
years, had adequate renal, liver and involving only cervical lymph nodes or tests, as well as serum calcium
involvi Vi , W u jum,
28 o= SAT bone marrow function(WBC)»4000, 9 4 ymp

PLT)100000) and Liver
function(Bil{1.5) bidimensionally
measurable disease

inguinal lymph nodes, patients with poorly
differentiated carcinoma consistent with a
germ cell tumor (e, isolated midline
structures, multiple pulmonary nodules, or
elevated levels of betahuman chorionic
gonadotropin or alpha-fetoprotein), men
with prostate-specific antigen elevated in

glucose, and uric acid measurements)
chest radiograph

CT of the abdomen and pelvis
tumor marker screening

(Gl) studies, bronchoscopy,
mammography, and radionuclide
bone scan, Biopsy specimens




their plasma or stained in their tumor,
patients with a single, small, potentially
resectable tumor, patients with
neuroendocrine carcinomas, and patients
with poorly differentiated neoplasms not
otherwise classified

***recent myocardial infarction, congestive
heart failure, or other severe coexistent
medical illnesses; a history of previous
malignancy within 5 years with the
exception of skin carcinoma or cervical
carcinoma in situ; pregnancy or lactation;
or brain or meningeal metastases.

29 o=

SAT

Eligible patients included those with
metastatic squamous carcinoma from
any of the following sites: head and
neck, esophagus, bladder (transitional
cell carcinoma patients also were
eligible), cervix, vagina, vulva, anus,
skin, and unknown primary site.
**previously untreated or treated with

*Patients with squamous carcinoma of the
lung

**history of congestive heart failure
***second- or third-degree heart block
****allergy to drugs mixed with cremophor

complete history, physical
examination

chemistry profile

chest x-ray

computed tomography scan of the
chest, abdomen, and pelvis
mammography

. . solubilizer. directed workup of any
one previous chemotherapy regimen .
ok symptomatic areas
leukocyte count greater than or ) ) .
microscopic pathologic
equal to 3000/mL and platelet count

fruaby Buijpiogp||o) 2ADIYDIH pPasDg-22UaPIng |DUCIIDN



fuaby Buipioqn|jo) 21DdIY DI PasDg-22Usping [PUOIIDN

HURREY oY Xz REd
greater than or equal to 100,000/mL;
Eastern Cooperative Oncology Group
performance status 0, 1, or 2; serum
creatinine level less than or equal to
1.5 mg/dL;
Eligible histological diagnoses included
adenocarcinoma, poorly differentiated
adenocarcinoma, poorly differentiated
carcinoma, and poorly differentiated - complete history, physical
neuroendocrine carcinoma. Patients examination
were required to have received at - routine laboratory evaluation
least one and no more than two . . L (complete blood counts, electrolytes,
. Previous treatment with gemcitabine ) i . .
30 o|= SAT chemotherapy regimens ***Eastern _— . chemistry profile, and urinalysis)
] brain or meningeal metastases .
Cooperative Oncology Group (ECOG) - chest radiograph
performance status of 0, 1, or 2; - electrocardiogram
measurable or evaluable disease; - computerized tomography of the
normal bone marrow function (white chest and abdomen
blood cell count [WBC] =4000/u |,
platelets >100,000/x 1); and normal
liver and kidney function
Dx of UPC **Zubrod PS(2, - complete history and physical
granulocyte)1500, PLT)100000, Cr{1.5 _ examination
31 o= SAT - _ ) not described
prev Tx of cisplatin and 5-FU - complete blood counts
containing regimen - chemistry profile




chest radiograph

computerized tomography of the
abdomen

directed workup of symptomatic
areas

WDA, PDA, PDC, PD-NECA, SqCCa,
performance status 0, 1 or 2, were

Better prognostic subset(women with
adenocarcinoma that involved only axillary
lymph nodes, women with papillary serous
carcinoma of the peritoneum, patients with
squamous carcinoma that involved only
cervical or inguinal lymph nodes, patients
with carcinoma with neuroendocrine
features, and patients with carcinoma that

Medical history and physical
examination
stool hemoccult test

chest X-ra
under 75 years, had adequate renal, | involved a single potentially resectable ) v )

32 o= SAT ] i abdominal and pelvic CT scan
liver and bone marrow tumor site)), Lymphoma, sarcoma, melanoma, mammoaram
function(WBC)»4000, PLT»100000) and | WD-NECA, ¢ )

. . . x complete chemistry panel
Liver function(Bil{1.5) recent MI, CHF CBC

***another uncontrolled serious illness, a &l tract

history of previous malignancy within 5

years with the exception of a skin

carcinoma or a cervical carcinoma in situ,

and brain or meningeal metastases

***oregnancy and lactation
histologically-confirmed metastatic complete history, physical

33 A SAT 9 Y not described P v, phy

carcinoma

examination
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- chemistry profile

- chest x-ray

- computed tomography scan of the
chest, abdomen, and pelvis

- mammography

- directed workup of any
symptomatic areas

- microscopic pathologic

- complete clinical examination

- chest X-ray

- computed tomography of the
abdomen

- serum tumor marker measurement
) ) (alpha feto-protein, human

34 o|= CCS KPS)60% Prior CTX,’ elevated HCG, AFP, Brain chonogonadotropin, prostate

metastasis o .

specific antigen)

- radiologic work-up depending on
the metastatic sites and
symptomatic areas

- light microscopy

- immunocytochemistry
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LOTA ALKYLATING AGENTS

LO1AA Nitrogen mustard analogues

LO1 AAO1 cyclophosphamide
LO1 AAQG ifosfamide
LO1B ANTIMETABOLITES
LO1BA Folic acid analogues
LO1 BAO1 methotrexate
LO1BC Pyrimidine analogues
LO1 BCO2 fluorouracil
LO1 BC05 gemcitabine
LO1 BCO6 capecitabine
LO1C PLANT ALKALOIDS AND OTHER NATURAL PRODUCTS
LO1CA Vinca alkaloids and analogues
LO1 CAO1 vinblastine
LO1 CAO02 vincristine
LO1 CAO03 vindesine
LO1 CA04 vinorelbine
LO1CB Podophyllotoxin derivatives
LO1 CBO1 etoposide
LO1CD Taxanes
LO1 CDO1 paclitaxel
LO1 CD02 docetaxel
LO1D CYTOTOXIC ANTIBIOTICS AND RELATED  SUBSTANCES
LO1DB Anthracyclines and related substances
LO1 DBO01 doxorubicin
LO1 DB02 daunorubicin
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LO1 DBO03 epirubicin
LO1DC Other cytotoxic antibiotics

LO1 DCO1 bleomycin

LO1 DCO03 mitomycin

LO1X OTHER ANTINEOPLASTIC AGENTS

LO1XA Platinum compounds

LO1 XAO01 cisplatin
LO1 XA02 carboplatin
LO1 XA03 oxaliplatin
LO1XC Monoclonal antibodies
| Lo | xco7 | bevacizumab
LO1XE Protein kinase inhibitors
| Lo | XE03 | erlotinib
LO1XX Other antineoplastic agents
‘ LO1 ‘ XX19 ‘ irinotecan

4.2.1 Platinum regimen and non-platinum regimen

Platinum Zg{go| M2 Xjzumo| 4zt FMZ Ao UXHO=Z platinumX|X|
g Tute X gX¥(platinum regimen)dt Z&SHX| ke X|E X (non-platinum
regimen)2 USAH. Mo EZHE AFXSM platinum regimen®l F{RE °IF
1 UYL, non-platinum regimen2 5IE Ol XgHS2 FE taxaned

antimetabolite?] X002 O|FojX UALY.



Median survival

HHADSOIN HOl FYYET)
2

o o  FYNEIUS

HH  platinum

regimen®j|Af

US FYUe 24 8.87HAIUY. Platinum X%

9.271¥

i

non-platinum regimen®M& 6.8/|d=E, platinum regimen®& AE°0l ¢ 21

T2 UG, Non-platinum regimen®Me 49 AHLAUO| YD HDpIt O|EH

O[Ol taxaned EHt= X|BHOAE

g3].

Year Reference Regimen

Platinum

2008 (8) carboplatin docetaxe!

2001 (32_3) carboplatin docetaxe!

2005 (14) carboplatin pacitaxs!

2000 () carboplatin pacitaxs!

2008 (5.1) carboplatin pacitaxel

2001 (32_2) cizplatin docetaxel

2004 (8) cizplatin paclitaxel

2002 (28) carboplatin pacitaxel gemcitabing
2008 (1.1} cizplatin paclitaxel gemcitabing
2001 (32_1) carboplatin paditaxel goposide
2008 (13) carboplatin gemdtabine

2008 (7) oxaliplatin capecitabine

2007 (1) carboplatin gemditabine capecitabine
2003 (17) cizplatin gemcitabine etoposide
2008 (1_2) cisplatin gemcitabing vinorslbing
2002 (18) cizplatin 5-fluorouracil mitomycin
2002 (B_2) cisplatin S-fluorouracil interferon
2001 (8.1) carboplatin etoposide

2004 (15) carboplatin etoposide doxerubicin
2001 (33_1) cizplatin etoposide ifaemide bleomycin
2008 (8 carboplatin irinotecan

2008 (10) oxaliplatin innotecan

Subtotal (-squared = 58.0%, p = 0.000)
Non-Platinum

2004 (18) docstaxel gemaitabing

2001 (6.2) paditaxel S-flucrourad! leucovorin

2003 (31 S-fluarouracl

2008 (5.2) gemcitabine vinorelbine
2003 (3.2) S-fluorouracl mitemycin
Subtetal (-squared = 33.1%, p = 0.201)

Overal (l-squared = 59.3%, p = 0.000)

NOTE: Weights are from random effedts analysis

ottty HMHH ittt

ES (85%Cl)

5.94 (3.54,7.70)
200 (5.80, 11.00)
6.50 (4.50, 11.50)
13.00 (10.00, 15.00)
11.00 (5.30, 13.10)
3.00 (5.80, 19.50)
11.00 (8.30, 13.50)
9,00 (7.00, 12.50)
960 (7.1, 12.90)
11.00 (8.00, 15.00)
850 (4.75, 11.00)
7.50 (.40, .60)
7,60 (6.30, 14.10)
7.213.10, 12.00)
1360 .61, 20.59)
7.70 (.70, 9.50)
16.10 (11.80, 20.30)
6.50 (3.30, 11.00)
9.00 (7.00, 11.50)
9.40 (5.00, 13.70)
12.20 (7.50, 18.50)
9,50 (5.50, 13.60)
947 8.17, 10.16)

10.00 7.00, 15.00)
840 (3.00, 15.00)
660 (2.90, 10.60)
7.00 (4,60, 11.90)
470 260, 6.97)
6.77 (4.80, 875)

6.80 (7.86,9.73)

%
Weight

5.3
463
3.5
47
4.02
148
463
4.4
4
3.5
4.00
6.57
320
274
1.4
5.3%
290
I
5.09
28
206
3.06
iyl

31
1.8
I
344
5.18
1679

100,00

N

102
30
45
a7

17
45
a5
4

CHE XZHEC YZ0| U FYL BYTHI

Follow-up

48
24
232
47

33
15
27
205
50
35
24
541
2
215
53
32
173
80
32
2

35.5

32

24

4

35

& 3. Plantinum regimen and non-platinum regimen2| median survival
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1-year survival

MH| 19 MZELL 34.9%, platinum regimen? 149 MZEL 36.2%°|%1
non-platinum regimen? 19 MEE2 28.6%=Z platinum regimen®|A 14
MEO =2 FHYo| AAY[IZ4]. Non-platinum regimen Argst A

taxanedt gemcitabine2 A% AN HE Xz HOIY =2 HEZ HUC.

%

Year Reference Regimen ES (35%CI) Weight N Followeup

1
Platinum |
2008 (9 carboplatin docetaxe! l—o— 47753482, 6068) 417 47 43
2001 (32.3) carboplatin docetaxe! - 33.00 (2550, 54.10) 3.8 4
2005 (14) carboplatin paditaxe! —0—{— I700(13.84,53.10) 288 22 232
2000 (M) carboplatin padiael —— 4420 (33.10,5590) 480 77 47
2009 (5.1) carboplatin paditaxe! —lLO— 38.00 23.00,52.00) 376 42 26
20001 (2.2) cisplatin docetaxel —_Tr— 40.00 24.37,6098) 293 26 33
2004 () cizplatin pacitaxel —— 38.00 (2560, 5758) 34 37 35
2002 (28) carboplatin paditaxel gemcitabine -:—0— 42.00 (32.60, 51.50) 518 120 27
2006 (1_1) cizplatin pacltaxel gemcitabine —_— 46.20 (2830, 64.10) 3.0 33 205
2001 (32_1) carboplatin paditaxel etoposide —;—0— 48.00 (2972, 52.85) 455 7 50
2008 (13) carboplatin gemcitabine ———— 26.00 (1654, 4244) 416 50 35
2009 (7} oxaliplatin capecitabine —0:— 20.80 (18.16, 44.88) 4.05 5 24
2007 (1) carboplatin gemcitabine capectabine —_— 35.60 (19.70, 51.80) 3.39 33 4
2003 (17) cisplatin gemcitabine etoposide —0+ 2486(12.10,4428) 338 30 29
2008 (1.2) cizplatin gemcitabing vinorelzine ——— 4530 2B71,63.08) 315 33 218
2002 (18) cisplatin 5-fuorouracil mitemycin —o—{— 28001031, 4119) 35 3 53
2002 (33_2) cizplatin S-fuerouracil interferen ——— 49.58 28.14, 71.18) 2.3 18 32
2001 (8.1) carboplatin etoposide —ol— 32.80 (14.01,59.40) 22 17 173
2004 (15) carboplatin etoposide doxorubicin —_— 35.30 (2266, 41.17) 5.2 102 &0
2001 (3_1) cisplatin etoposide ifsmide bleomydin —— 3651 (2144, 5479) 3% 30 2
2008 (8 carboplatin irinotecan —_t— 44.00 (2794, 56.53) 381 45 48
2008 (10} oxaliplatin innotecan - | 11.13 (463, 24.40) 505 47 355
Subtotal (-squared= 56.0%, p = 0.001) d) 36.23 (31.66, 40.80) 8182

|
Mon-Platinum :
2004 (16) docetaxel gemcitabine — 43.00(19.90,52.20) 337 3B 32
2001 (6.2) paciitaxel 5-fluorouracil leucovorin —0—;— 2507 0.01,5540) 215 17 16
2003 (3.1) & fluorourai — 2800 (1570, 41.60) 416 45 24
2009 (52) gemaitabing vinorsibing —— 29.00 (15.00, 42.00) 40 45 2
2003 (32) 5 fluorouraci mitemycin —— 2090 (10.40, 3400) 4438 43 24
Subtotal (-squared= 15.7%, p = 0.315) <>|1 2856 (21.49, 35.64) 1818
. |
Overall (-squared= 54.2%, p = 0.000) q} 34.91 (30.84, 38.97) 100.00
NOTE: Weightz are from random effects analyziz :

|

0 100

3% 4. Plantinum regimen and non-platinum regimen?2| 1 year survival
2008 (10) oxaliplatin irinotecan regimen? %9 FYNYZL 19 MZE Ato|
&

o
of Xto12F HM Oigxfel £/d2 €It Ay OIS I Afgol o Fol EHEHO
o] AS°| HEEHUH.



2-year survival

A AN 2@ ME=EL 18.7%, platinum regimen? 29 J¥ZEL2 19.9%
o], non-platinum regimen? 23 MEELZ 10.9%°IUt. Platinum
regimen WolM HUZ O 1W MEEIME S9 X2 U2 HAUY oxaliplatin
irinotecan regimen Ao CfE Ao H[3f RF2 2 MEEO| HHEIUT. ¢HH,

non-platinum regimen? 19 MZE&M HQIEAUH taxaned gemcitabine %

E o = o LI§{ AHXO o o =]
£o129 YEI|ZO| U FYL 21 WELOM SXISX| OpYBHCH[IAS].
%

Yexr Reference  Regimen ES({95% CI) Weight N Follow-up

" |
Platinum
2008 (9) carboplstin doostaxel —— 0.44(17.88,4320) 448 a7 &
2001 (32.3) carboplatin docetaxel — 22.00(25.50, 54.10) 390 a7 2
2005 (14 carboplatin pacitaxel 0.00({0.00,0.00) 0.00 2 A2
2000 (21) carboplatin pacitaxsl —— 2470(15.70, 3660) 552 oo
2008 (5.1) carboplatin pacitaxsl —_— 18.80(8.40,3720) 387 42 3
2001 (32.2) cisplatin docetaxel —_—— 22.00(17.19,5376) 2.7 % =:
2004 (2§ cisplatin paciitaxel - 11.00(474 3288) 3.9 7 N5
2002 (28 carboplatin pacitaxel gemcitabine —— 23.00(16.99, 3660) 5.85 120 7
2008 (11} cisplatin pacitsxel gemeitabine —-— 23.00(16.99, 3660) 585 33 A5
2001 [32.1) carboplatin pacitaxel etoposide —— 2000(11.98, 3235) 565 G ]
2006 (13 carboplatin gemcitsbine >— 12.00(8382 3330) 47 50 3B
2009 M oxsliplatin capecitabing —_—— B70(12.90,3950) 4.1 51 24
2007 (1) carboplatin gemcitabine capecitabine —— 1420 (480, 2510) 469 33 51
2003 (1T cisplatin gemcitabine stoposide —— 14.45(4.96, 35.31) & Xivd L ]
2006 [1.2) csplatin gemcitabine vinorelbing L 0.00({0.00,0.00) 0.00 33 25
2002 (18 cisplatin S-flucrouracil mitomycin - 10.00 (424, 33.05) 387 M B
2002 (332 cisplatin S-flucrouracil interferon —_— 35.00(857 4870) 243 e 2
2004 (15 carboplatin etopes ide doxorubicin —— 18.10(11.41,27.54) 682 102 &0
2001 (321} cisplatin etopos ide ifesmide bleomycin —_—r— 22.00(18.25,51.24) 3.2 W =
2009 (8} carboplatin irinotecan —— Z7.00(14.04, 4108) 418 45 4
2008 (10 oxsliplatin iringtecen -~ 3.29(0.85,17.18) 6.68 47 BE

Suttotal (ksquared =48 2%, p =0 015) 19.89(16.03, 2375)  8B.42

Mon-Flatinum
2004 (1§ docetaxel gemctabine 7.00(320,29.70) 429 .-
2008 (2
2003 (3.2) B-fluor our acil mitorycin 14.50(530,3140) 448 43 4

Subtotal (Fsquared =0.0%,p=0.726

O
I
'|
-._
1) & fluoroura —— 10.98(380,2770) 482 45 24
——
{} 10.93(264,1821) 1358
)

Overall {ksquared = 45.3%, p = 0.012) ¢ 18.88(15.10, 2223)  100.00
I
L

NOTE: Weight are from random effects snalysis

0 100

38l 5. Plantinum regimen and non-platinum regimen2| 2 year survival
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"N YIE 33%, platinum regimen? Y3EL 35%°[%11, non-platinum
regimen?] Y-3ELZ 21%°|UH. 2003 (27) cisplatin docetaxel regimen®f|A
FEHM HIZEL 52 HYHOE 3t pilot study®lM 4%FoM HgE HQl FeAG.
Non-platinum regimen %94 taxaned gemcitabinZ XU X|gHN =2
&S HAY[16].
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M

%

Year Reference Regimen ES (95% ClI) Weight n N
Platinum :

2008 (9) carboplatin docetaxel - 0.32(0.18,0.46) 2.93 15 47
2001 (32_3) carboplatin docetaxel - 0.21(0.09,0.33) 3.11 10 47
2005 (14) carboplatin paclitaxel —OJI- 0.23(0.05,0.41) 257 5 22
2000 (21) carboplatin paclitaxel —lO— 0.41(0.29,0.53) 3.11 29 70
2009 (5_1) carboplatin paclitaxel - 0.24(0.10, 0.38) 2.93 10 42
2003 (27) cisplatin docetaxel | =——4@®—— 080(045,1.15) 133 4 5
2001 (32_2) cisplatin docetaxel — 0.27 (0.09, 0.45) 2.57 7 26
2004 (26) cisplatin paclitaxel —— 0.42(0.22,0.62) 2.40 11 26
2002 (28) carboplatin paclitaxel gemcitabine '0': 0.25(0.17,0.33) 3.42 28 113
2001 (29) carboplatin paclitaxel 5-fluorouracil | - 0.65(0.53,0.77) 3.11 39 60
2006 (1_1) cisplatin paclitaxel gemcitabine o 0.48 (0.30, 0.66) 2.57 16 33
1997 (23) carboplatin paclitaxel etoposide e 0.47(0.33,0.61) 293 25 53
2001 (32_1) carboplatin paclitaxel etoposide [ o 0.63(0.51,0.75) 3.11 45 71
2003 (2_1) cisplatin gemcitabine | = 0.55(0.39,0.71) 2.75 21 38
2009 (7) oxaliplatin capecitabine o= | 0.12(0.02,0.22) 3.27 6 51
2007 (11) carboplatin gemcitabine capecitabine —_— 0.39(0.21,0.57) 2.57 13 33
2003 (17) cisplatin gemcitabine etoposide s ound 0.37(0.19, 0.55) 2.57 11 30
2006 (1_2) cisplatin gemcitabine vinorelbine - 0.42 (0.24,0.60) 2.57 14 33
2000 (20) cisplatin 5-fluorouracil epirubicin -+ 0.23(0.09,0.37) 293 8 35
1991 (24) cisplatin 5-fluorouracil etoposide b ond 0.22(0.08,0.36) 293 8 36
2002 (18) cisplatin 5-fluorouracil mitomycin —_ 0.27(0.11,043) 275 8 30
2001 (33_2) cisplatin 5-fluorouracil interferon —1-0— 0.44(0.20,0.68) 2.07 8 18
2001 (6_1) carboplatin etoposide e 0.19(-0.01,0.39)2.40 3 16
2004 (15) carboplatin etoposide doxorubicin - 0.26 (0.18,0.34) 3.42 27 102
1998 (22) carboplatin etoposide epirubicin - 0.37(0.25,0.49) 3.11 23 62
2001 (33.1) cisplatin etoposide ifosmide bleomycin — 0.40 (0.22,0.58) 2.57 12 30
2001 (19) cisplatin doxorubicin cyclophosphamide —— 0.50(0.28,0.72) 2.23 10 20
2003 (2_2) cisplatin irinotecan —— 0.38(0.22,0.54) 2.75 15 40
1991 (34) cisplatin etoposide —0—: 0.19(-0.01,0.39)2.40 3 16
2008 (10) oxaliplatin irinotecan = | 0.13(0.03,0.23) 3.27 6 45
2009 (8) carboplatin irinotecan -+ 0.42(0.26,0.58) 2.75 18 43
Subtotal (I-squared = 78.8%, p = 0.000) <|> 0.35(0.30, 0.41) 85.37
Non-Platinum !

2004 (16) docetaxel gemcitabine —— 0.39(0.23,0.55) 2.75 14 36
2001 (6_2) paclitaxel 5-fluorouracil leucovorin T 0.19(-0.01,0.39)240 3 16
2003 (3_1) 5-fluorouracil = | 0.12(0.02,0.22) 3.27 5 43
2009 (5_2) gemcitabine vinorelbine - 0.20(0.08,0.32) 3.11 9 45
2003 (3_2) 5-fluorouracil mitomycin - 0.20(0.08,0.32) 3.11 8 40
1983 (4_1) 5-fluorouracil : (Excluded) 000 0 20
1983 (4_2) cyclophosphamide 5-fluorouracil doxorubicin | (Excluded) 000 O 16
Subtotal (I-squared =51.2%, p = 0.084) 0, 0.21(0.13,0.29) 14.63

. |

Overall (l-squared = 79.0%, p = 0.000) L] 0.33(0.28, 0.38) 100.00

NOTE: Weights are from random effects analysis : I

o
[N
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FIHLZE platinum regimen®Me 2E2 HiuX B 149 ATC &/ o2t &
regimeng °tf 87[X|2 {519 1 TUE FIIH AU

Regimen I: Platinum + Taxane regimen

Regimen Il: regimen | + Antimetabolite

Regimen I111: regimen | + etoposide

Regimen 1V: Platinum + Antimetabolite

Regimen V: regimen IV + one more anticancer medication
Regimen VI: Platinum + etoposide

Regimen VII: regimenlV+ one more anticancer medication

Regimen VIII: Platinum + irinotecan
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4.2.2 Taxane regimen and non-taxane regimen

Non-platinum regimen®|| gt 249X taxane containing regimen®A 1
X U2 regimen®| H[SIY HUXHOZ MEI]ZO| 2 FES wRY & AW, ¥F H
oM =oItt platinum regimen? Z%¥2 12oIH taxane© EE X|2HQ|

BIroto| ool 2 HoME ot Zo| taxane ZOIRO| mfEf X|gE /I

=
=2
FTENHEIIUY WSE, 11 19 YEE 29 HEES YN

Regimen |I: Taxane containing regimen

Regimen Il: Taxane non-containing regimen
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Median Survival

FYNHEINIUL taxane XY regimen M

9.471¥, taxane H|EY regimen
oM 8.37HHZ taxaneZ Ag% FAM =2 FES ERC[AEHT].

%
Year Refersnce  Regimen ES (95%Cl) Weight N Folowup
Taxane
2008 (9) carboplatin docetaxel 504 (3.54,7.70) 5 a7 48
2000 (323 carboplatin docetaxe! 800580, 11.00) 46 a4 A
2005 (14) carboplatin pacitaxel 650 450, 11.50) 38 2 232
2000 (21) carboplatin paditaxe! 13.00(10.00,15.00) 478 w4
2008 (5.1) carboplatin paditaxs! 11.00 (6.90,13.10) 402 2 =
20 (22 dsplatin docetaxel 800 (5.80,1950) 14 26 33
2004 (&) dsplatin pacltaxel 11.00 (8.30, 13.50) 463 NS
2002 (28) carboplatin pacitaxel gemcitabing 9.00(7.00,1250) 4.4 120 27
2008 (1.1 agplatin pacltaxel gemcitabine 960 (7.11,1280) 477 33 205

11.00 00,1500 352 71 50
10.00 7.00,15.00) 34 3/ 32
240030015000 1.8 17 16
937 (7.96,1077) 4567

nn
2001 (32_1) carboplatin paditaxel goposide
2004 [

2001 (8.2) padiitaxe! S-fluorouracil lzucovorin
Subtotal (-squared = 57.7%, p = 0.007)

16) docetaxel gemcitabine

Hon-Taxane

2008 (13) carboplatin gemcitabine B50(47511.00) 400 50 35
2008 (M) oxaliplatin capecitabine 7.50 (5.40, 8.60) 6.57 51 24
2007 (1) carboplatin gemcitabine capecitabine 760 6.30,14.10) 320 33
2003 (17) dsplatin gemcitabine etoposide 72131012000 27 30 29
2008 (1.2) dsplatin gemcitabine vinorelbing 1360 661,2059) 143 33 215
2002 (18) dgplatin S-fluarouraci mitemycin 7.70 (3.70, 9.80) 5.% 3 53
2002 (33.2) dsplatin 5-fuorouracil interferon 16.10(11.80,2030) 2% 18 32

2001 (8.1} carboplatin etoposide 650330, 11.00) 34 17 173
2004 (15) carboplatin etoposide doxorubicin 9.00(7.00 11.50) 509 102 60
2000 (3.1 dsplatin etoposide ifozmide bleomycin 940 (.00, 1370) 2& n R
2009 (B carboplatin irinotecan 12.20(7.50,18.50) 206 45 48
2008 (10) oxaliplatin ifnotecan 950 550, 1360) 306 47 3ES
2003 (3.1) S-fluorouraci 660290, 1060) 3.4 45 A
2009 (52) gemcitabine vinorelbine 700460 1180) 3.4 & 2

2003 (3.2) S-fluorouracil mitomycin
Subtotal (-squared = 55.3%, p = 0.003)

470@60,697) 518 43 24
828(7.06,949) 5433

Overall (-squared = 58.3%, p = 0.000) 880 (7.86,973) 10000

TH{%*J{*F*T* Hﬁ”]h”

NOTE: Weights are from random efieds analysis

|
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1-year survival

x= H H ==
19 MZE2 Regimen 194 41.4%, Regimen 11914 30.5%2 14 MZE9
i i o o
UM E taxane regimen© non-taxane regimendtt 2 F¥ES HJG[IH
%
Year Reference Regimen ES (95%Cl) Weight N Followup
T
Taxane |
2008 (9 carboplatin docstaxe! {—0— 4775(3482,6068) 417 47 43
2001 (3_3) carboplatin docetaxel e 33.00 (25.50,54.10) 3.81 a9 M
2005 (14) carboplatin paciitaxe! —0—1— 27.00(13.84,53.10) 288 22 232
2000 (21) carboplatin paditaxe! —— 4420 (3310,55.90) 460 77 47
2008 (5.1) carboplatin paditaxel —l— 38.00 23.00,5200) 376 42 26
|
2001 (2.2 dsplatin docetaxel —_— 40.00 2437,6098) 23 2% 33
2004 (28) dsplatin pacitaxel —'l'O— 38.00 (25.69,57.38) 342 KT
2002 () carboplatin paditaxe! gemcitabine — 4200 (3260,5150) 518 120 27
2008 (1_1) cigplatin pacitaxel gemctabing —:—0— 46.20 (29.30,84.10)  3.10 33 208
2001 (3.1) carboplatin paditaxel goposide -|—0- 43.00 20.72,52.85) 4.5 71 50
2004 (18) docstaxel gemcitabing —— 43.00(19.90,52.20) 3% ¥ 32
2001 (6.2) paditaxel S-fuorouracil leucovorin —0:— 25597 (901, 5540) 215 17 18
Subtotal (-squared= 0.0%, p = 0.630) I<> 41353728, 4541) 4372
|
) |
Non-Taxane |
2006 (13) carboplatin gemcitabine —L 26.00 (1654, 42.44) 496 50 35
|
2008 () oxaliplatin capecitabine —t 29.30 (18.16,44.88) 4.05 g1 24
2007 (1) carboplatin gemditabine capectabine —IO— 35.60 (19.70,51.80) 3.9 33 84
2003 (17) cigplatin gemcitabing etoposide —_—Tr 2486 (1210,44.28) 3.8 W 2
2006 (1.2) cisplatin gemctabing vinorelbing —:—o— 4530(2871,63.08) 315 33 215
2002 (18) cisplatin 5-fuorouracil mitomycin —_— 28.00(10.31,41.19) 35 31 53
_2) dsplatin S-fluerouracil interferon . .14, 71. .
002 (3\_2) izplatin 5-fi il interfe —:—0— 49.58 28.14,71.18) 2.9 18 32
2001 (6.1) carboplatin etoposide — 3280 (14.01,59.40) 22 17 173
2004 (15) carboplatin etoposide doxorubicin —— 3530 (2266, 41.17) 524 102 60
1
2001 (3_1) cisplatin etoposide ifismide bleomycn — 3651 (21.44,5479) 36 30 32
2009 () carboplatin irinotecan —:—0— 4400 2794, 5653) 381 45 48
2008 (10} oxaliplatin ifnotecan - 11.13 (463, 2440) 505 47 3&E
2003 (3.1) 5-flusrouraci — 2500 (1570,4160) 416 45 24
2008 (5.2) gemcitabing vinorelbing —0:— 29.00 (15.00,4200) 401 45 22
2003 (3.2) E-fluorourac mitomycin —— 2090 (10.40,34.00) 442 43 M
Subtotal (-sguared= 52.3%, p = 0.009) q 30.52 (25.23,35.80) 5628
. |
Overall (-squared = 542%, p = 0.000) q} 3491 (30.84,33.97) 10000
NOTE: Weights are from random effects analysis :
|
100

3% 8. Taxane regimen and non-taxane regimen 2| 1 year survival
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2-year survival

29 MZE U2 Regimen 1914 21.5%,

HA
Z8%M HUH Regimen 13 Regimen Il

o] ZAYS HOIAC[IYO].

‘fear Reference  Regimen

Taxane

2008 (9 carboplatin docetexel

2001 (23 carboplatin docetexel

2005 (14 carboplatin pacitaxs|

2000 (21} carboplatin pacitaxs|

209 (5.1) carboplstin psclitaxs!

2001 (323 cis platin doocetaxel

2004 (28 cis platin paciitae|

202 (3 carboplstin paclitaxe| gemcitabing
008 (1_1) cis platin paclitacsl gemcitabine
2001 (32_1) carboplatin paditaxel etoposide
2004 (18) docetaxel gemcitabine

Subtotal (l-squared = 15.5%, p=10.200)

Regimen 11914 16.4% %Y.

14
Afoje] 2 xfo7t 21 WERIME Ay

€

o=

o

%
E5(35% Cl) Weight N Follow-up

30441768 43.20) 448 47 4
28.00(25.50, 54.10) 3.90 47 24
0.00 {0.00, 0.00) 0.00 Iz I3z
2470({15.70,38.60) 552 74T
18.90 (8.40, 37.20) 387 42 I8
28.00(17.18, 5378) 279 6 32
11.00 (4.74,32.88) 388 37 38
23.00(16.99, 3860) 585 120 27
23.00(16.99, 3860) 585 33 208
20001198 32.35) 565 B
7.00 {3.20, 22.70) 429 ¥ a2
21.50(17.32 25.68) 4619

Non-Taxane
2008 (13) carboplatin gemcitsbine 12.00(8.92,33.30) 471 50 35
202 (M oxaliplstin capecitabine 2370 (12.90, 39.50) 427 51 24
2007 {11} carboplatin gemeitabine capecitsbine 14.20 {4.60, 29.10) 469 33 541
2002 (17) cis platin gemcitabine stoposide 14.45(4.96,3531) 362 2
2008 (1_2) cis platin gemcitabine vinorelbing 0.00 {0.00, 0.00) 0.00 33 M5
2002 (18) cis platin 5-fluorouracil mitomycin 10.00 (4.24,33.05) 387 1 53
2002 (22 cis platin 5-fluorouracil interferon 38.00(8.57.4870) 243 18 32
2004 (15) carboplatin etoposide doxorubicin 1810 {11.41, 27.54) 8283 102 80
2001 (3_1) cis platin etopos ide fosmide bleomycin 28.00(18.25 51.249) 323 30 22
202 (8 carboplatin irinotecan 27.00(14.04 41.08) 418 45 48
208 (10} oxaliplatin rinctecan - 3.29{0.55,17.18) 6.68 47 385
2002 (21 Eflugrouraci —— 1098 (3.80,27.70) 482 45 24
2002 (32) E-flugrouracil mitormycin —— 14.50 {5.90, 31.40) 4.48 43 24
Subtotal {l-squared = 48.7%, p = 0.025) O 16.41(11.32 21.51) 5381
|

Cwersll (l-squared= 45.3%, p=0.012) ¢ 18.68(15.10, 22.23)  100.00
NOTE: Weights are from random effects snalysis :

I |

0 100
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Response rate

83 E Regimen 1918 0.39, Regimen I1I°14 0.298 Regimen 119X &

Regimen 1°] H|3}o]

Year Reference Regimen

Ov grall (l-squared =79.0%, p = 0.000)

go| Wolx|:

FEOl UAMH[AF10].

Taxane :
2008 (9) carboplatin docetaxel -
2001 (32_3) carboplatin docetaxel =
2005 (14) carboplatin paclitaxel —eL
2000 (21) carboplatin paclitaxel Jl'.-
2008 (5.1) carhoplatin paclitaxel T
2003 (27) cisplatin docetaxel | ———
2001 (32_2) cisplatin docetaxel —
2004 (26) cisplatin paditaxel ——
2002 (28) carboplatin paclitaxel gemcitabine &
2001 (29) carboplatin paclitaxel &fluorouraci : -
2006 (1_1) cisplatin paditaxel gemcitabine b gl
1987 (23) carboplatin paclitaxel etoposide .
2001 (32_1) carboplatin paclitaxel etoposide | -
2004 (16) docetaxel gemcitabine ——
2001 (6.2) paclitaxel 5-fluorouracil leucovarin L
Subtotal (I-squared = 81.9%, p = 0.000) {)
Mor-T ax ane :
2003 (2_1) cisplatin gerncitabine | —4—
2009 (1) oxaliplatin capectabine H— I
2007 (11) carboplatin gemcitabine capecitabine —
2003 (17) cisplatin gemcitabine etoposide —
2006 (1_2) cisplatin gemcitabine vinorelbing —:0—
2000 (20} cisplatin 5-fluorouracil epirubicin -
1991 (24) cisplatin 5-fluorouracil etoposide —t
2002 (18) cisplatin 5-flugrouracil mitomycin -
2001 (33_2) cisplatin S-fluorouracil interferon —t—
2001 (6.1) carboplatin etoposide —0—1-
2004 (15) carboplatin etoposide doxorubicin nal
1998 (22) carboplatin etoposide epirubicin -
2001 (33_1) cisplatin etoposide ifasmide bleomycin ——
2001 (19) cisplatin doxorubicin cyclophosphamide -——
2003 (2_2) cisplatin irinotecan -
1981 (34) cisplatin etoposide —0—=-
2008 (10} oxaliplatin irinotecan —— I
2003 (3_1) 5-fluorouracil Bl
2009 (5.2) gemcitabine vinorelbine -
2003 (3.2) B-flucrouracil mitomycin -+
2009 (8) carboplatin irinotecan e
1983 (4.1) 5-fluorouraci :
1983 (4. cyclophosphamide 5-fluorouracil doxorubicin
Subtotal (I-squared = 69.2%, p = 0.000) d

|

Lo}

|

1

MOTE: Weights are from random effects analysis

%
ES(55%Cl)  Weight n
0.32(0.18,0.46) 293 15
021(0.09,033) 311 10
023(0.05041) 257 5
0.41(0.29,053) 311 29
0.24(0.10,0.38) 283 10
0.80 (0.45,1.15) 133 4
027 (0.09,045) 257 7
042(022,062) 240 11
025(0.17,033) 342 28
0.65(053,077) 311 39
0.48(0.30,0.66) 257 16
047(0.33,061) 293 25
0.63(051,075) 311 45
039(023,055) 275 14
0.19(-001,039)240 3
0.29(0.30, 0.47) 41.22

055(0.39,071) 275 21
0.12(002,022) 327 6
0.39(0.21,057) 257 13
0.37(0.19,055) 257 11
042(024,060) 257 14
023(009,037) 293 8
022(0.08,036) 293 8
027 (0.11,043) 275 8
0.44(0.20,0.68) 207 8
0.19(-0.01,0.39) 240 3
0.26(0.18,0.34) 342 27
0.37(0.25,049) 311 23
040(022,058) 257 12
0.50 (0.28,0.72) 223 10
0.38(0.22,054) 275 15
0.19(-0.01,0.39)240 3
0.13(0.03,023) 327 6
0.12(002,022) 327 5
0.20(0.08,032) 311 9
0.20(0.08,032) 311 8
0.42(0.26,058) 275 18
{Excluded) 000 0
(Excluded) 000 0

029 (0.23,0.34) 5878

0.33(0.28,0.38) 100.00

47
47

0

26

113
G0
KX

71
36

0 1

13 10. Taxane regimen and non-taxane regimen 2| response rate
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4.2.3 Response rate among various platinums

Study %

D ES (95% Cl) Weight
| |

(9) carboplatin docetaxel —0—'- 0.23(0.11,036) 334
(32_3) carboplatin docetaxel —0—: 0.21(0.10,033) 338
(12) carboplatin pacltaxel —rr 0.30 (0.15, 0.44) 3.08
(14) carboplatin pacltaxel ——— 0.23 (0.05, 0.40) 280
(21} carboplatin pacltaxel i 0.41 (0,30, 0.53) 340
(5_1) carboplatin paclitaxel —0—!- 0.24 (0.11,037) 327
(28) carboplatin pacltaxel gemcitabine +| 0.25(0.17,033) 372
(29) carboplatin pacltaxel 5-fluarouracil 1 b o] 0.65 (0.53,077) 335
(23) carboplatin pacltaxel etop oside A 0.47 (0.34,061) 321
(32_1) carboplatin paclitaxel etoposide | —— 0.63 (0.52,075) 343
(11) carboplatin gemcitahine capecitabine —!-0— 0.39 (0.23,0.56) 2289
(13) carboplatin gemcitabine —_— 0.31(0.17,0.44) 322
(6_1) carboplatin etoposide ——r 0.19 (-0.00, 0.38) 264
(15) carboplatin etoposide doxorubicin —— 0.26 (0.18, 0.35) 367
(22) carboplatin etoposide epirubicin — 0.37 (0.25,049) 335
(8) carboplatin irinotecan —_ 0.42 (0.27,057) 3.08
Subtotal (I-squared = 81.5%, p = 0.000) ¢» 0.35(0.28,0.42) 5183

(27) cisplatin docetaxel —— () 30 (0.45, 1.15) 145

. . |
(32_2) cisplatin docetaxel —0—|— 0.27 (0.10, 0.44) 285
(26) cisplatin paclitaxel —_—T 0.42 (0.23,0.61) 266
(1_1) cisplatin paclitaxel gemcitabine —— 0.48 (0.31, 0.66) 285
(2_1) cisplatin gemcitabine | . o 0.55 (0.39,071) 297
(17} cisplatin gemcitabine etoposide —p— 0.37 (0.19, 0.54) 283
(1_2) cisplatin gemcitabine vinorelbine —i—O— 0.42 (0.26, 0.59) 287
(20) cisplatin 5-fluorouracil epirubicin —— 0.23 (0.09,037) 316
(24) cisplatin 5-fluorouracil irinotecan —— 0.22 (0.09, 0.36) 320
(18) cisplatin 5-fluorouracil mitomycin ——— 0.27 (0.11,042) 297
(33_2) cisplatin 5-fluorouracil interferon —|—0— 0.44 (021, 067) 229

(33_1) cisplatin etoposide ifosmide bleomycin —rO— 0.40 (0.22,058) 280
(19) cisplatin doxorubicin cyclophosphamide ——— 0.50 (0.28,072) 238
(2_2) cisplatin irinotecan —— 0.38 (022, 053) 305
(34) cisplatin irinotecan —— 0.19 (-0.00, 0.38) 264
Subtotal (I-squared = 53.4%, p = 0.007) Q 0.37 (0.31,0.44) 4097

(7) oxaliplatin capecitabine ——— 0.12 (0.03,021) 364
(10} oxaliplatin irinotecan —— 0.13 (0.03,023) 355
Subtotal (I-squared = 0.0%, p = 0.817) <> 0.12 (0.06,019) 7.19

1
1
1
|
1
1
Overall (-squared =78.8%, p=0.000) é 0.35(0.29, 0.40)  100.00
|
1

NOTE: Weights are from random effects analysis

1% 11, Response rate among various platinums

Platinum& A3t RE ARSOM #EE2 0.36°IHH. Platinum FREE 3
E2 H¥L U, cCarboplatin containing regimen®l 0.35, cisplatin
containing regimen®lX 0.37°|2Y4 Oxaliplatin containing regimen®|*&
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4.2.4

Median survival

YEE YUN 4o G2 AN2HY

HEE GUN o U2 XIS LMOLI| 9fote] £
Ho| FYMEL 8.5/ 121 3K YRRY FYYEL
HE2H Afo|9 xo|E UHY £ AT, HULHLZ 6.671
AFGO| AOIA| HeFA S PSP ofYUT[IY12].
Year Reference Regimen
Dauhle :

08 {9 carboplatin docetaxel -,

001 {32_9 carboplatin docetaxel .
2008 (14) carboplatin paclitaxel -OJI—
2000 (21) carboplatin paclitaxel | ==
2008 (5_1) carboplatin paclitaxel ——
2001 (32_2 cisplatin docetaxel -0:—
2004 (26) cisplatin paclitael i nan
2006 (13) carboplatin gemecitabine —_
008 (7 o aliplatin capecitabine -+

001 {8_1) carboplatin etoposide ———
009 8 carboplatin irinotecan J'—O—

08 (0 g aliplatin irinotecan —
004 {168) docetaxel gemcitabine -
008 {5_3) gemcitabine vinareline —OJl—

2003 (3_3) S-fluorouracil mitomycin -

Subtatal {|-squared = 67.3%, p=0.000) ?
=Trinle :

2002 (28) carboplatin paclitaxel gemcitahine -

006 {1_1) cisplatin paclita el gemcitabine ——

001 (32_1) carboplatin paclitaxel stoposide .
007 (0 carboplatin gemcitabine capecitabine -Ol—
003 (N cisplatin gemcitabine etoposide —

008 {(1_3 cisplatin gemcitabine vinorelbine ———
002 (18 cisplatin g-fluarauraci mitamycin -

2002 (33_3 cisplatin 5-fluorouracil interferon | ——
2004 (15) carboplatin etoposide doxorubicin -

2001 (33_1) cisplatin etoposide ifosmide bleomycin —
2001 (B_2) paclitaxel 5fluorouracil leucov orin —_—r—
Subtaotal {-squared = 38.8%, p= 0.090) {)

. I
Single |
003 3.0 5-flugrauracil —0-:—
Subtotal (-sguared = %, p=.) <

|

Overall {-sguared =58.3%, p=0.000) ¢

NOTE: Weights are from random effects analysis :

e

Zat, 2X HER

SINERE 2K g8t

35

of YEZ HFOL OiLfel

%
ES (95% CI) Weight N
584 (354, 7.90) 532 47
B.00(580,11.00) 463 47
B.50 (450, 11.50) 350 22
13.00 (10.00, 15.004.76 77
11.00 (5.90, 13.10) 402 42
B.00 (580, 18.50) 1.48 76
11.00 (8.30, 13.50) 463 7
B.50 (475,11.00) 400 50
7.50 (640, 8.60) 657 51
B.50(330,11.00) 324 17
12.20 (7.50, 18.50) 206 45
9.50 (550, 13.60) 306 47
10.00 (7.00, 15.00) 311 36
7.00 (460, 11.80) 3.44 45
470(260,697) 518 43
B.46 (717,9.76) 5911

9.00 (700, 12.50) 4.44 120
9E0(711,1280) 427 3
11.00 (8.00, 15.00) 358 71
7E0(630,14.10) 320 3
7.21(310,1200) 274 20
1360 (5.61,2059) 143 33
770(570,980) 536 A
16.10 (11.80, 20.302.80 18
9.00 (700, 11.50) 508 102
9.40 (500, 13.70) 282 30
B.40 (300, 15.00) 182 17
9.47 (813,10.81) 37.65

B.B0 (290, 10.60) 3.24 45
B.BO (275, 10.45) 3.24

5.80 (786, 9.73)  100.00

a3 12, wes

2

SIIA| £=0f| 2 median survival




19 ME=E2 B 33.2% 21 3X| o4 ¥HEA¥ 38.5%F
H
[e]

= = H
2812 33X g8oM 2 X0l €AY + AUAUH[AH13].

%
a Year Reference Regimen ES (5% Cf) Weight N
- Double :
-;_;' 008 (9 carhoplatin docetaxel — 4775 (34.82, 606817 47
001 {32_3) carboplatin docetaxel - 33.00 (25,50, 5410881 4
I::.f' 008 (14 carhoplatin paclitaxel —0-1— 2700 (1384, 6310269 22
000 {21 carboplatin paclitaxel T 44,20 (33.10, 55,904 60 77
009 (5_1) carboplatin paclitaxel —— 38.00 (23.00, 52.008.76 42
o 001 (322 cisplatin docetaxel —I-O— 40,00 (24.37, 60098283 26
- 004 (26) cisplatin pac litael — 38.00 (25,68, 5758342 37
;{1"" 2008 03 carboplatin gemcitabine — 26.00 (16,54, 4244416 &0
= 008 (71 oxaliplatin capecitabine —0-=— 2080 (18,16, 4488405 A1
001 (B_1) carboplatin etoposide —_—— 32.80 (14.01, 59.402.22 17
2009 (8) carboplatin irinotecan +0— 44.00 (2794, 56.6313.81 a5
2008 {10 ox aliplatin irinotecan -~ 1113 (4.63, 24400 505 47
~ 004 {16) docetaxel gemcitabine — 43.00 (19.90, 5220837 36
s 009 (5.2 gemcitabine vinorehine —OJl— 29.00 (15.00, 42.004.01 45
003 (3.0 a-flugrauracil mitarmycin — 2090 (10,40, 34.004.48 43
Subtotal {-squared = B3.6%, p=0.000) (:F' 33.23 (2717, 393006651
=Triple :
2002 (28) carboplatin paclitaxel gemcitahine 4'-0— 42,00 (3280, 51.606.18 120
2006 (1_1) cisplatin paclita el gemcitabing -, 46.20 (2930, 64100310 33
2001 (32_1) carboplatin paclitaxel etoposide -9—0- 48,00 (2972, 628544856 N
2007 (1) carboplatin gemcitabine capecitahine —IO— J560 (1970, 51.803.39 33
003 (1N cisplatin gemcitahine etoposide —T 2486 (1210, 4428338 30
2006 (1_2) cisplatin gemcitabine winarelkine —_—— 4530 (28.71, 6308815 33
002 18 cizplatin a-fluarouraci mitomycin —0:— 28001031, 19383 A
002 {33_2) cisplatin 5-luarauraci interferon - 4958 (28.14, 7118239 18
2004 (15) carboplatin etopozide doxorubicin _..' 35,30 (2286, MATH24 102
001 (331 cigplatin etoposide ifosmide hleamycin — 36.51 (2144, 5479326 30
001 B2 paclitaxel &fluorouraci leucoy arin ——— 2597 (9.01, 55.400 215 17
Subtotal {-sguared = 15.2%, p= 0.300) l() 38.51 (33.82, 43.2039.33
. I
Single |
003 (3.1 A-fluarouracil —0—:— 2800 (1570, 4160416 45
Subtotal (-squared = %, p=) {:‘P 28.00 (15.05, 40.954.16
I
Overall (-sguared = 54.2%, p=0.000) ¢) 34.91 (30,84, 38.870100.00
MOTE: Weights are from randarm effects analysis : |

0 100

a7 13 Y AH| =0 W 1-year survival



2-year survival

29 MZE2 28 H29Y% 18.4% 121 3X| HE2W 20.0%= 249 34 HE
A
T

oM 2 Aol Y 4 YATI[IY14].
%

Year Reference Redimen ES(39% Ch Weight M

|
Dauble
2008 (%) carhoplatin docetaxel —— 04401768, 43200 448 47
001 {(32_3) carboplatin docetasel — 28.00(2560, 54100 390 47
20068 (14 carboplatin paclitxel 0.00ooo 00m o000 22
2000 (21) carboplatin paclitaxel —— 2701570, 3660) 542 77
2009 5.1 carboplatin paclitxel —— 18.80(B.40, 37,200 387 42
2001 {32_3 cisplatin docetaxel —— 28001719, 6376 279 26
2004 (26) cisplatin paclitaxel -+~ 1100474 3288 398 37
2006 {13 carboplatin gemeitabine +— 12.00(8.82 3330 471 40
2008 (7 mxaliplatin capecitabine . —r— 237001280, 3950 427 &1
2009 (3 carhoplatin irindtecan —— 7000404 M10% 418 44
2008 {10y maliplatin rinatecan — 3.29(0551718) G668 47
2004 (18] docetaxel gemeitabine — TO0(320 29707 42% 36
003 (3.3 Sfluorouraci mitormycin —— 1480(5.90, 31.40) 448 43
Subtotal (|-sguared = 59.7%, p=0.004) Q 1843 (1263, 24.22) 5316
. |
=Trinle
007 (28 carboplatin paclitael gemctabing - JA00(16.849 3660 585 120
2006 (1_1) cisplatin pacltaxel gameitabine - 230016499, 3660 585 33
001 (320 carboplatin paclitael etoposide —— 00001188 3239865 0T
2007 {11y carboplatin gemeitabine capecitabine —_—— 1420 (460, 28100 468 33
2003 (17 cisplatin gemcitabing etaposide —— 1445 {4 86 3031 362 30
006 (.5 risplatin gemcitabine winorelbing J p.ooq@oo oom  aoop 33
2002 08 cisplatin a-fluorauraci mitarwcin -~ 1000424, 3308 387 A
002 (33D cisplatin a-fluorouraci interferon —_— 3006A7, 48700 243 18
2004 (18 carboplatin etoposide dacorubicin - 1810M.41, 2758 683 102
2001 (330 cisplatin etoposide ifosmide bleormycin - /000825 9120323 A0
Subtotal (|-squared = 6.0%, p = 0.386) Q 20,00 (16.01, 24.000 42.02
. 1
Single :
2003 (3N Afluorouraci —— 1098 (380, 27.70) 482 44
Subttatal (-squared= %, p=) <> 10.95 (0.97, 72.93) 4.52
. |
Overall (-squared=45.3%, p=0.012) Q 18.686(15.10,22.23 100.00
HOTE: Weights are from random effects analysis : |

0 100

a2 14, HEgE=

| 40l 2 2-year survival

a
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S| map

ujofo] 3X| ROl £ FUS B + YA

Year Reference Regimen

Double

2008 (9) carboplatin docetaxel

2001 (32.3) carhoplatin docetaxel

2005 (14) carboplatin paclitaxel

2000 (21) carboplatin paclitaxel

2009 (5_1) carboplatin paclitaxel

2003 (27) cisplatin docetaxel

2001 (32.2) cisplatin docetaxel

2004 (26) cisplatin pacltaxel

2003 (2_1) cisplatin gemcitabine

2009 (7) oxaliplatin capecitabine

2001 (6_1) carhoplatin etoposide

2003 (2.2) cisplatin irinotecan

1991 (34) cisplatin etoposide

2008 (10) oxaliplatin irinotecan

2004 (16) docetaxel gemcitabine

2009 (5_2) gemcitabine vinorelbine

2003 (3.2) S-fluorouracil mitomycin

2009 (8) carhoplatin irinotecan

Subtotal (l-squared =71.2%, p=0.000)

=Triple

2002 (28) carboplatin paclitaxel gemcitabine
2001 (29) carhoplatin paclitaxel 5-fluorouracil
2006 (1_1) cisplatin pacltaxel gemcitabine
1997 (23) carboplatin paclitaxel etoposide
2001 (32.1) carhoplatin paclitaxel etoposide
2007 (1) carhoplatin gemcitabine capecitabine
2003 (17) cisplatin gemcitabine etoposide
2006 (1_2) cisplatin gemcitabine vinorelbine
2000 (20) cisplatin &-fluorouracil epirubicin
1991 (24) cisplatin 5-fluorouracil etoposide
2002 (18) cisplatin 5-flusrouracil mitomycin
2001 (33.2) cisplatin 5-fluorouracil interferon
2004 (15) carboplatin etoposide doxorubicin
1998 (22) carhoplatin etoposide epirubicin
2001 (33.1) cisplatin etoposide ifosmide bleamycin
2001 (19) cisplatin doxorubicin cyclophosphamide
2001 (6_2) paclitaxe! 5-luorouracil leucov arin
1983 (4.2) cyclophosphamide 5-flucrouracil doxorubicin
Subtotal (l-squared =79.0%, p=0.000)

Single

2003 (3_1) S-fluorouracil

1963 (4.1) A-fluorouracil

Subtotal (l-squared =%, p=.)

Overal (l-squared =79.0%, p = 0.000)
NOTE: Weights are from random effects analysis

g2

T30 X[Og HOIX|

CH¥15].

AISES 0.29, 3H| HEZoAM HIES
O] It FEol UEHRT. FTYNEIIRL,
WALt HES-EO UoIME 2K QM
%

ES(95%Cl)  Weight n N

|
_:_Io- 0.32(0.18,046) 293 15 47
0.21(0.09,033) 31 10 47
—— 023(0.05,041) 257 § 22
™~ 041(0.29,053) 311 29 70
- 024(0.10,0.38) 293 10 42

| = (380(045,115) 133 4 §

— 0.27(0.09,0.45) 257 7 26
—— 042(0.22,062) 240 11 26
:—o— 0.55(0.39,0.71) 275 21 33
= 012(0.02,0.22) 327 6 &1
1t 0.19(-001,039) 240 3 16
—_— 0.38(0.22,0.54) 275 15 40
— 0.19(-001,039) 240 3 16
I . 013(0.03,023) 3271 6 45
—— 0.39(0.23,0.55) 275 14 36
Sl 0.20(0.08,032) 311 9 45
- 0.20(0.08,0.32) 311 8§ 40
—— 0.42(0.26,0.58) 275 18 43
<|> 0.29(0.23,0.36) 4948
|
-o-] 0.25(0.17,0.33) 342 28 113
- o 0.65(0.53,0.77) 311 39 60
—— 0.48(0.30,0.66) 257 16 33
- 047(0.33,061) 293 25 &3
| - 0.63(0.51,0.75) 311 45 T1
—_— 0.39(0.21,057) 257 13 33
—— 0.37(0.19,0.55) 257 11 30
——— 0.42(0.24,060) 257 14 33
—L 0.23(0.09,0.37) 293 8 35
-l 022(0.08,0.35) 293 & 36
- 0.27(0.11,043) 275 8 30
—— 0.44(0.20,0.68) 207 8 18
- 0.26(0.18,0.34) 342 27 102
- 0.37(0.25,0.49) 311 23 62
—_— 0.40(0.22,0.58) 257 12 30
——— 050(0.28,0.72) 223 10 20
—o—:— 0.19(-001,039) 240 3 16

(Excluded) 000 0 16
0.38(0.31, 0.46) 4725

012(0.02,022) 327 5 43
(Excluded) 000 0 20
0.12(0.02,0.22) 327

0.33(0.28, 0.38) 100.00

a3 15, HeE ¥

66 —
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4.2.5 Old drug regimen and new drug regimen

O|M HMojx HOQI X HIL 125t platinum regimen ¥ 19904
O|MHEE MQUG oAHE HEot:= X|2¥(old regimen)dt 1990 ©o|%of A|LEH 3

ANt EtEl X|EH(new regimen)l2E Yo TE MO
Median survival

TTHEIR A0 S FF2 HOX| FUL, old regimen 9.5 INH, new

regimen 9.17H¥ & Xjo|§ Q| HOo|X| AT [I1H16].

Jm

%

Year Reference Regimen ES (95% CI) Weight N Follow-up

[
MNew l
2008 (9) carboplatin docetaxel - : 5.94 (3.54,7.70) .50 47 48
2001 (32.3) carboplatin docetacel —— 8.00 (5.80, 11.00) 5.60 47 24
2005 (14) carhoplatin paciitaxel -0-0— 6.50 (4.50, 11.50) 47 2 22
2000 (21) carboplatin paclitaxel :—0— 13.00 (1000,1500) 577 7747
2009 (5_1) carboplatin paclitaxel | 11.00 (6.90, 13.10) 482 42 28
2001 (32.2) cisplatin docetaxel —— 8.00 (5.80, 19.50) 17 26 33
2004 (26) cisplatin pachtaxel -:-.— 11.00 (8.30, 13.50) 5.60 KT Y R
2002 (28) carboplatin pacitaxel gemctabing —p— 9.00 (7.00, 12.50) 5.36 120 27
2006 (1_1) cisplatin paclitaxel gemdtabine —IC— 960 (7.11,1290) 513 33 205
2001 (32.1) carboplatin paclitaxel etoposide -:-0— 11.00 (8.00, 15.00) 427 7180
2006 (13) carboplatin gemctabine —— 8.50 (4.75, 11.00) 479 50 35
2009 (7) oxaliplatin capecitabine -+ 7.50 (6.40, 8.60) 817 M 24
2007 (11) carboplatin gemcttabine capecitabine -0-;— 7.60 (6.30, 14.10) 37 33 541
2003 (17) cisplatin gemcitabine etoposide —OJl— 7.21(3.10,12.00) 3z o 29
2006 (1_.2) cisplatin gemcitabine vinorelbine —t—— 13.60 (6.61, 20.59) 1.65 13 A5
2000 (8) carboplatin innotecan -:—0— 1220 (7.50,18.50) 240 45 48
2008 (10) oxaliplatin irinotecan —I.— 9.50 (5.50, 12.60) 362 47 355
Subtotal (-squared = 55.5%, p = 0.003) ? 9.11 3.00, 10.21) 76.68

|
ol :
2002 (18) cisplatin 5-fluorouraci mitomyzin - 7.70 (5.70, 9.80) B.55 31 53
2002 (33.2) cisplatin S-flusrouracil interferon : —— 16.10(11.80,20.30) 3.41 18 32
2001 (6.1) carboplatin etoposide —0:— 6.50 (3.30, 11.00) 384 17 173
2004 (19) carboplatin etoposide doxorubicin —— 9.00 (7.00, 11.50) 6.20 102 60
2001 (33.1) cisplatin etoposide ifosmide bleomydn —lO— 9.40 (5.00, 13.70) 332 30 32
Subtatal (-squared = 71.2%, p= 0.008) Q 946 (6.87, 12.06) 2332
. l
Overal (--squared = 58.0%, p= 0.000) ¢ 9.17 (8.17, 10.76) 100.00
MOTE: Weights are from random effeds analysis :

I

12! 16. Old drug regimen and new drug regimen 2| Median survival
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1-year survival

19 MEEY UME EESH FF2 BEEX] U1, old regimen 35.3%,

new regimen 36.4%%2 U QA[SIECH[O™17].

%

Year Reference Regimen ES (85% Cl) Weight N Follow-up

I
Hew I
2008 (@ carboplatin docetaxel ';—0— 4775(34.82 6068) 508 47 48
2001 (323 carboplatin docetaxel -.I_ 33.00(2550,5410) 466 a7 A
2005 (14 carboplatin pacltaxel —p— 27.00(1384,5310) 33 2 232
2000 (21) carboplatin pacltaxel -;-0— 4420(3310,5580) 559 747
2000 (5_1) carboplatin paclitaxel —IO— 38.00(2300,5200) 460 42 26
2001 (32.2) cisplatin docetacel —:'0— 40.00(2437,60.98) 381 26 33
2004 (26) cisplatin pacitaxel —_ 38.00(2569,57.58) 419 37 315
2002 (28) carboplatin paclitaxel gemcitabing +0— 4200 (3260,5150) 6.27 120 27
2006 (1_1) cisplatin paclitaxel gemdtabine e 46.20(29.30,6410) 382 3 208
2001 (32.1) carboplatin paclitaxel etoposide —:—0— 4800(2972 5285) 5A3 7150
2006 (13) carboplatin gemcitabine —0+ 26.00 (1654, 4244) 507 50 35
2009 (1) oxdliplatin capecitabine —0':— 29.80(18.16,4483) 494 51 24
2007 (1) carboplatin gemcitabine capecitabine —_— 3560(19.70,51.80) 416 33 84
2003 (17) cisplatin gemcitabine etoposide —0—!— 2486(1210,4428) 415 3028
2006 (1.2) cisplatin gemcitabine vinorelbine —tper 45.30(2871,6308) 387 33 N5
2008 (8) carboplatin innotecan —:—0— 4400 (2794 5653) 466 45 48
2008 (10) oxaliplatin rinotecan - 1113 (463, 2440)  BH 47 355

Subtotal (-squared = 64.5%, p= 0.000) 36.40(3075,4204) 7963

____e__

Old
002 (18) cisplatin 5-fluorouracl mitomycin —0—:— 2800(1031,4119) 41 H 83
2002 (33.2) cisplatin S-fluorouracil interferon ——— 4958(2814,7118) 2% 18 32
2001 (8_1) carboplatin etoposide —0:— 3280(14.01,5940) 275 17 173
2004 (15) carboplatin etoposide doxorubicin —— 3530 (2266,4117) 63 102 60
2001 (331 cisplatin etoposide ifosmide bleomydn —‘— 36.51(2144,5479) 400 0 32
Subtotal (-squared = 0.0%, p = 0.624) ¢ 35.29(2877,41.80) 2037

|

Overall (-squared = 56.0%, p= 0.001) ¢ 36.23 (31.66,40.80)  100.00
|
1

NOTE: Weights are from random effedts analysis

n 4nn

13 17. Old drug regimen and new drug regimen 2| 1-year survival



2-year survival

29 MZ&2 old regimen 21.8%,

Year Reference  Regimen

New

2008 (%) carboplatin docetaxe!
20001 (32.3) carboplatin docetaxe!
2005 (14) carboplatin paclitaxe!
2000 (21) carboplatin paclitaxe!
2009 (5_1) carboplatin paciitaxel

2001 (32_2) cisplatin docetaxel

2004 (26) cizplatin pacltaxel

2002 (28) carboplatin pacitaxel gem chabine
2008 (1_1) cizplatin paclitaxel gemctabine
2000 (32_1) carboplatin paclitaxel etoposide
2008 (13) carboplatin gemctabine

2008 (7) oxaliplatin capecitabine

2007 (1) carboplatin gemcitabine capecitabine
2003 (17) cisplatin gemcitabine etoposide
2006 (1_2) cisplatin gem citabine vinorelbing
2009 (&) carboplatin irnotecan

2008 (10) oxaliplatin innotecan

Subtotal (--squared = 48.1%, p = 0.019)

old

2002 (18) cizplatin S-fluorouraci mitemycin

2002 (33_2) cisplatin S-fluorouracil interferon

2004 (15) carboplatin eto poside doxorubicin

2001 (33_1) cizplatin etoposide ifoemide bleomycin
Subtotal (l-squared = 53.2% p = 0.093)

Overall (l-squared = 46.2%, p = 0.015)

NOTE: Weightz are from random effectz analyziz

;

'._I
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:
-._
—
——

:
—_—
—
fp—
—_——
——
——
—p—
——
——
—
—_——
——
——
——

—._

<

¢

ES (95% CI)

30.44 (1768, 43.20)
28.00 (2550, 54.10)
0.00 (0.00, 0.00)
2470 (15.70, 3.60)
18.90 (340, 37.20)
28.00 (17.19, 53.76)
11.00 (474, 3288)
23.00 (16.99, 3 60)
23.00 (16.99, 3.60)
20.00 (11.98, 32.35)
12.00 (392, 33.30)
2370 (12.90, 39.50)
14.20 (460, 29.10)
14,45 (496, 35.31)
0.00 (0,00, 0.00)
27.00 (14.04, 41.08)
320(0.55,1713)
10,50 (15.24, 23.84)

10.00 (424, 33.05)
30.00 (857, 48.70)

18.10 (1141, 27 54)
28.00 (18.25, 51.24)
21,75 (11,53, 31.87)

19.89 (16.03, 23.75)

%

Weight N
5.19 4
4.53 4
0.00 22
6.38 7
449 42
3.25 il
462 i
6.75 120
6.75 33
6.53 71
5.46 50
4.54 51
5.43 33
4.20 30
0.00 k]
485 45
7.7 a
81.06

449 H
2.83 18
7.86 10z
376 30
18.94

100.00

new regimen 19.6%% MU

Folloveup

100

12l 18. Old drug regimen and new drug regimen 2| 2-year survival
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ME UOIM = SWS FPHS HHY £+ UU2Y new regimendM § g2 b
SE2 HOlE %Yo AU, New regimen? H3EL 38%, old regimen?| 4t
$EL 2001 Y| Y3 EL 350%HU[1Y19].

%

Year Reference Regimen ES (95% CI) Weight n N

New :

2008 (9) carboplatin docetaxel —— 032(018,046) 333 15 47

2001 (32_3) carboplatin docetaxel -0—: 021(0.09,033) 353 10 47

2005 (14) carboplatin paclitaxel —T 0.23(0.05,041) 291 5 22

2000 (21) carboplatin paclitaxel —— 041(0.29,053)353 29 10

2009 (5_1) carboplatin paclitaxel e e 024(010,038) 333 10 42

2003 (27) cisplatin docetaxel : —— (080(045,115) 150 4 5

2001 (32_2) cisplatin docetaxel — 0.27(0.09, 0.45) 2.91 T 26

2004 (26) cisplatin paclitaxel —— 0.42(0.22,082) 2.71 1126

2002 (28) carboplatin paclitaxel gemcitabine -0-: 025(0.17,033) 389 28 113

2001 (29) carboplatin paclitaxel 5-fluorouracil | == 065(053,077) 353 39 60

2006 (1_1) cisplatin paclitaxel gemcitabine e 0.48 (0.30, 0.66) 2.91 16 33

1997 (23) carboplatin paclitaxel etoposide -I-O— 047(0.33,061) 333 25 53

2001 (32_1) carboplatin paclitaxel etoposide | = 063(051,075) 353 45 T1

2003 (2_1) cisplatin gemcitabine I o 055(0.39,071) 312 21 38

2009 (7) oxaliplatin capecitabine s : 012(0.02,022) 372 6 51

2007 (11) carboplatin gemcitabine capecitabine —— 0.39(0.21,0.57) 2.91 13 33

2003 (17) cisplatin gemcitabine etoposide —_— 0.37 (0.19, 0.55) 2.91 11 30

2008 (1_2) cisplatin gemcitabine vinorelbine —[-0— 0.42(0.24,060) 291 14 33

2003 (2_2) cisplatin irinotecan —— 038(0.22,054) 312 15 40

2008 (10) oxaliplatin irnotecan = | 0.13(0.03,023) 372 6 45

2004 (16) docetaxel gemcitabine - 039(0.23,055) 312 14 36

2009 (8) carboplatin irinotecan . 042(0.26,058) 312 18 43

Subtotal (I-squared =83.2%, p = 0.000) 3_ 0.38(0.30, 0.45) 69.60

|

Old :

2000 (20) cisplatin 5-fluorouracil epirubicin - 023(0.09,037)333 8 35

1991 (24) cisplatin 8-fluorouracil etoposide - 022(0.08,036) 333 8 136

2002 (18) cisplatin 5-fluorouracil mitomycin —0:— 027(0.11,043) 312 8 30

2001 (33_2) cisplatin 5-fluorouracil interferon —— 0.44(0.20,068) 234 8 18

2001 (6_1) carboplatin etoposide T 0.19(-0.01,039)2.11 3 16

2004 (19) carboplatin etoposide doxorubicin -OJl 0.26(0.18,0.34) 3.89 27 102

1998 (22) carboplatin etoposide epirubicin - 0.37(0.25,049) 353 23 62

2001 (33_1) cisplatin etoposide ifosmide bleomycin —r— 0.40(0.22,0.58) 291 12 30

2001 (19) cisplatin doxarubicin cyclophosphamide Jl-o— 050(0.28,072) 252 10 20

1001 (34) cisplatin etoposide =T 0.19(-0.01,0.39)2.71 3 18

Subtotal (I-squared =29.8%, p =0.171) Ol 0.29 (0.24, 0.35) 30.40

Overall ({I-squared = 78.2%, p = 0.000) ¢ 0.35(0.30,0.41) 100.00

NOTE: Weights are from random effects analysis :

[
0 1

12 19, Old drug regimen and new drug regimen 2| Response rate
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Median survival
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HPM  4.570¥, bevacizumabit
O

o a0

inih<2 Q. Ik (] o] ]
erlotinibZ& AHE3E (12)# A9 7.470 130 FE A2 5.970Ho|AH[H20].
Yo

Year Reference Regimen ES (95% CI) Weight N Follow-up
2005 (25) gemcitabine irinotecan - 4 .50 (4.20, 7.00) 53.16 40 46

i
2007 (12) bevacizumab erlotinib i 7.40 (5.30, 9.30) 46.84 51 25
Owverall (l-squared = 81.6%, p = 0.020) @ 5.86 (3.02, 8.69) 100.00

i
NOTE: Weights are from random effects analysis i

T
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o as

a2l 20. 2nd line treatmentel Median survival

1-year survival

A 19 HEE2 29.0%, (12)¥ APYME 33.0%, (25)¥ APAME
25.0%C[1d21].

o

Year Reference Reagimen ES (95% CI) Waight N Follow-up
1

2005 (25) gemcitabine irinotecan —— 2500 (13.00, 40.10) 50.02 40 46
1

2007 (12) bavacizumab erlotinib —t— 33.00 (21.01, 48.12) 49.98 51 25
;

Overall (l-squared = 0.0%, p = 0.413) @ 29.00 (19.42, 38.58) 100.00
1
1

NOTE: Welghts are from random effects analysis |
:

T

a3 21, 2nd line treatment?| 1 year survival
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2-year survival

HH|

24

NMEZLE 18.1%,

13.0%0I%C[1¥22].

(12)¥ AFoM =

24.3%, (25)% dAFoMe

NOTE: Weights are from random effects analysis

Yo
Year Reference Regimen ES (95% CI) Weight N Follow-up
2005 (25) gemcitabine irinotecan —-4:— 13.00 (4.20, 27.70) 5455 40 46
2007 (12) bevacizumab erlotinib —E*-— 24.30 (13.25, 40.28) 45.45 51 25
Overall (I-squared = 34.6%, p= 0.216) @ 18.14 (7.11, 29.16) 100.00
|
MOTE: Weights are from random effects analysis i
- I
(4] 100
12l 22. 2nd line treatment? 2 year survival
Response rate
o = o= d A Ol | . o
HA| 4709 2% XBHT F UISE Mo ¥RY & U= ARL UL SY 4
o=0 o
SEL 14%AUTH[1U23].
Yo
Year Reference Regimen ES (95% CI) Weight n M
i
2007 (12) bevacizumab erlotinib —— 0.30(0.14, 0.46) 25.83 11 37
i
2005 (25) gemcitabine irinotecan —t-é— 0.10 (0.00, 0.20) 37.09 4 40
1
2001 (30) gemcitabine e 0.08 (-0.02, 0.18) 37.09 3 36
1
i
1995 (31) paclitaxel . (Excluded) 0.00 0 1
A
Overall (l-squared = 65.8%, p = 0.054) @ 0.14 (0.03, 0.26) 100.00
1
1
1
1
1
1
1
1

a2 23, 2nd line treatment?| response rate



Bevacizumab, erlotinib2 °©|§3% (12)¥ AN X229 HQl =1 BIgE
ol T2 YAX|ZHO HISI Aot Y FH

AfO| QX X|Z0| MIfSH ALFS RO OfL{2t 2Ol

6712 HIUAAY ¢ F Hazard Ratio (HR) S ©|88t0] 27t t|@ 4040| 7}
Hoj| tioro] 1-24 o 20| MAGKUCL. ME FHY £ U XY
LOOLX| QJUAOB, BE HR Tt 1€ o)

o
XN=2¥HE HuXEY Giote] SAHAHCE {YOP HREE BYHs HAEHX BUC.
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HXIorX] Zotd N

Year Reference regimen ES (95% CIy nl n2

2006 (1) cisplatin paclitaxel gemcitabine vs cisplatin gemeitabine vinorelbine —_— 1.25 {068,230y 33 33

2003 (3 A-fluarouracil vs &-fluarouracil mitomycin ——— 0.83{0.450,1.38) 45 43

2009 (&) carboplatin paclitaxel ve gemcitabine vinarelhine —— 0.6G8{0.43,1.08) 42 45

2001 (B) carboplatin etoposide vs paclitaxel 5-fluorauracil leucavarin —— | 13049 262 1T 17

T T
-2.62 1 162

O 24, Hu LAY EF0IM XzZnt
Reference (5)°IX platinum It taxane & ®M ArgStE regimen°| 1%X|

UL FQMTH MED Urgo| YoiM 949 FYO| YTHE single arm trial®l FYUZ

T 2 Wy AW YAY 4 YCk.
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4.2.8 WY EYHY HoI

MHMOZ ool 2 AFIMSL YD Yt
oj2902 oo Yt YL WIIOLI| YYoto] T
WY UYL LYY,

Eggerdl EMHEY WIS U UM FYL oot ZY o9 M| 0.297
950 412720 0& EYSIHUOH[IY 25], HO| OBPA| 0QZHE Yot
B HO|X| YYTH[IY 26]. °IF Uol YL g ROz m

OFRL.

EWHETY T HHHISH

—
FYWEIIAL olgotel &

—

nY Hu

rlo
r

Tests for Publication Bias

Begg's Test
adj. Kendall's Score (P-Q) = -31
Std. Dev. of Score = 37.86
Number of Studies = 23
zZ = -0.82
Pr > |z| = 0.413
zZ = 0.79 (continuity corrected)
Pr > |z| = 0.428 (continuity corrected)
Egger's test
Std_Eff Coef. Std. Err. t P> |t [95% Conf. Intervall

slope 2.271525  .1437919 15.80 0.000 1.972493 2.570557
bias -.2969633 .9117283 -0.33 0.748 -2.193006 1.599079

% 25, Test for publication bias

Egger's publication bias plot
30 —

20 —

standardized effect

10 15

o
Ui~

precision

a2 26. Egger's publication bias plot
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4.2.9.1 AAEY §E olEH

GUTIOIA| 2O W] HIL| YUOIM HFAIMO| CHECHH GIBIOIXE Xix|o Kpoj
oF ofLat A|Zto| BEo| Wah BXXZE YU OTAMH|AS| MUKl Afo|2 QIgr Ay
EI|Z PAS DOIOOf PCH B APE KR UOr XMl @It ofd XZuM
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g UXEXIE G BT
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2AE COforD WEfSASMS Soto] 1 271 Zo| SWSH FYAo| glon, & A
ZotEl AFSOIME ATAIHE X[o|2 Qlvto] MEDL YHo| 0| SAOZ Qofst ojuy
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s} \3\9\0
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5o - oA
= [e) o 5 . e} (3 5 o
G o
- g o ER
8] O
-
1 O ‘ . ‘ o . ‘ . = .
2000 2002 2004 — 2006 2008 2010 2000 2002 2004 o 2006 2008 2010
slope = -0.12, p = 0.43 slope = -0.56, p = 0.41
2 o - &
@ o . O
5 | o o © S o
=
[u] (o]
- oo oo ® = EhL 8
° o @
o
ZEI‘EIEI ZEI;IIZ ZD;IIA o ZEI‘EIE ZIZI;IIB ZD‘WD 19190 19‘90 o 2000 20‘10
slope = -0.51, p = 0.42 slope = -0.00, p = 0.60
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=40 03E F2 2A2 FE, XY, performance status, HOIFY X Tl
don, IJIHEHOR oMo EE&  moderate to well differentiated
adenocarcinoma®Xte] &, 6 ECOG 2014 #Xjel £&, 2tHo| Y/dxte] 28, o
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B
Multiple Metastasis

Multiple metastasis
Coeff. =-0.10, p = 0.97

o
o]
L I ‘ byl : O ‘
3 4 7 2 4 B 1
Gender Well-moderate Differenciated
Gender Histology
Coeff.= 5.06, p = 0.28 Coeff =6.31, p = 0.08
o} ]
O o
o] o
£ 5 O o
2= 2= . o o
o O
o O °5 o
8] O
O
A ‘ I ‘ ‘ I L ‘ ‘ ‘ (‘) I ‘
0.00 0.10 020 030 0.40 0.00 0.20 0.40 0.60 0.60
ECOG Status »=2 Metasite Liver
ECOG status=2 Liver metastasis
Coeff. = -8.80 p = 0.08 Coeff. = -4.05, p = 0.16
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g, O g, D
2 4 O o | O
2 3 4 : 6 7 2 2 6 : :
Gender Well-moderate Differenciated
Gender Histology
Coeff. =29.1, p = 0.12 Coeff =21.9, p=0.20
&1 21 ©
9, O ‘C)__ O
ﬂ,bﬂ n,'m 02‘0 U,éﬂ n,z'm U.EU U.éU U.llﬂ U.IECI U.éU
ECOG Status >=2 Metasite Liver
ECOG status=2 Liver metastasis
Coeff. = -64.0, p < 0.01 Coeff. = -27.8, p = 0.01
7 N o
O [s]
= 7 ie]
(o] [}
M
E c O
g‘m_ oo ©
“ o
8, O
9, O
2 ) h 8 1
Multiple Metastasis
Multiple metastasis
Coeff. = -5.7, p = 0.63
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ECOG Status »=2 Metasite Liver
ECOG status=2 Liver metastasis
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Multiple Metastasis

Multiple metastasis
Coeff. = -6.9, p = 0.50
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Coeff.=0.21, p=0.33
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Gender
Gender

4 d
Well-moderate Differentiated

Histology
Coeff=0.46, p=0.02

5
Multiple Metastasis

Multiple metastasis
Coeff.=—0.08 p=0.48

@] SNe
B ! p ' p o ' p : ;
ECOG status =2 Metasite Liver
ECOG status=2 Liver metastasis
Coeff.=-0.49, p=0.07 Coeff.=-0.35, p<0.01
= OEEJ o
[l
] o =N
S q ]
(e o]
M
E o0
E‘%_ oo v
2 o
8, O
=R @]
2 A : 8 i

a3 31, wSE

ol O|EHEE =dlsk= Ke19| &l




o[4S B@T uy

4.2.10

National Evidence-based Healthcare Collak

HEYH 2y

83

15]¢F Zo| 2ot

2
>
[}
cC
@
X
®
[

Platinum vs non-Plainm,

non-Taxane, HXl ° vs 24| ©|3f, New regimen vs Old regimen ZZ9|

X[o|E FHorAH [H 16].

238

k

CHet

=]

o

a

T
=
Ik
=
ny
=
(&)
C
]
X
c
T

5
T
%
ny
-
()
C
)
X
©
e
C
o
c
o
ny
-
|
=
o
C
c
X
©
T
)
83
H

o
=

Ko

Ho| Afapx|s

=
—_

1§ 2t Aol



H 15. ZofHeE EHAs HEEFEAQ Zat

=

fouaby Bulpiogp||0) 2ADDYIDIH pasDg-3IUapIng |DUODN

Median survival 1-year survival 2-year survival Response
Coef 95% CI p-value| Coef 95% CI p-value| Coef 95% CI p-value | Coef 95% CI p-value
Gender 5.06 (-4.34,14.46) 028 | 29.13 (-7.67,65.9) 0.12 34.49 (2.67,66.31) 0.04 0.21 (-0.23,0.66) 0.33
Histology 6.31 (-0.90,13.53) 0.08 21.85 (-12.65,56.36) 0.20 1060 (-19.26,40.46) 0.46 0.46 (0.10,0.82) 0.02
ECOG status =2 | -880 (-18.85,1.26) 0.08 |-64.04 (-104.76,-23.32) <0.01 |-38.44 (-80.36,3.48) 0.07 -0.49 (-1.01,0.04) 0.07
L
ver . -4.05 (-9.77,1.68) 0.16 | -27.80 (-48.67,-6.93) 001 |-26.79 (-45.92,-7.66) 0.01 -0.35 (-0.58,-0.12) <0.01
metastasis
Multiple
. -0.10 (-6.00,5.80) 0.97 -5.73 (-30.06,18.60) 0.63 -6.87 (-27.62,13.87) 0.50 -0.08 (-0.32,0.15) 0.48

metastasis

B 16. HEfE|H2MS 0[85t o2 201 HE = ATOF X|0|

H Median 1 Year survival 2 Year survival Response

Platinum 0.12 (0.927) -4.80 (0.345) 1.62 (0.720) -0.02 (0.709)

Taxane 1.51 (0.099) 8.39 (0.023) 0.79 (0.825) -0.02 (0.695)

=3 Combination -0.40 (0.741) 2.32 (0.564) 1.83 (0.586) -0.04 (0.542)

New regimen 0.00 (0.879) 0.00 (0.921) -0.03 (0.585) 0.07 (0.252)




Kl

H




5.1 4RALL

s XN o & - -
© ke iy ml OM mM un| wo v I
- =i o ﬂﬂm_/_wﬂ_"mqo DU B R M 5!
Ko ol N B ™Ma oo o= 3 w o & o 5
»§ 5 FEilgart fap zii F
. or ol M S = & - K ot R s B =
8 B Urig. b2 ae® ToE R
— o —
33 3. B i ) 0 _______x o~ ™ol R mwwm.____ uu.% T
o 3D - AL o o N o g = ° <0 o m .
o og L T A % MWMIE N8 X o
D& 5 N 5 o W = o m“____ on o K Q& . 2 F
& oo o 4 ® c L T 33 TR w o £ .
T o ol <+ a T ol 7 B° T =3 Zo .- Ly =l X O I
I o o o 33 5 oW 5 o 0 &8 RU o5 O T
o =~ ey ~ -
Kio m“ o X oU o w__._. & ~ = D < w___“ A N 7 3 K
| K m o om MR EE I 51 I T o & Lt
_ gJ e Y ~N Kk [ g < Bl K~ o O % m_lo < K o
S Rro E ® KiJ o KO 2D K H m_o 2 B ofF m . i
& ur T o E o M MWz , o= O oF 4 - my 3
o U so WH o3 > B0 o oj o gl N N o T o3 5
olJ = © Ko RO — O <0 = ~ AT po o8 o3
1 R T o o0 o © 5
Y T o = o X M « = o ¥ ol » Rl ®o ®o —
= Q M g 0 T & o = > = 58 5 O K K =
% N 2 o SO P oo om E < o > I o 2 Bl O 3
o0 o o o9 ) =< Moy oy S W T o & o oo H K
ru o0 37 oll o o = 0 K 5 > o o e B
M MEH o BT EYE S AT Boof + T o
ol _m X oW L wE g Mg o G- T -
5 5 o g A - Sz FEool 5
— = e my o3 W_-_ ) o m I or nA Kid o ~ bk m o -~
SF,. ETH Sgzglocaig FRri logn F
o B 8 5 w . < EF 2 K mE o= oW S
o | — = 3 y Iy - = ~ ol
L <. DS o TS E M mmmzo: S aE W
o g5 8 T = o O o 5 o 92 X o ™ B X oo P o oy A <r
K = g of M 2 B S o, - SR G T 9 R RU = Kl IH
g 3 ¥ o om hﬂuo___uw»uv%_.;gma om_ﬂlﬂ BoL® m
2 o0 <+ & Uo MW - M o oo ¥ o T " n = o B J
= ©° J ., O S5 o .n.vl Fo N 0
Ny ﬂmuﬂ ruo._:mm,\,wn,@ EX X . & o «
= M o 5 i 58 G o o o N 5 W 9o L s & &
cu ®EE Tp frdEsi swmuE niEd
- v H o rH o o ol Ml u_”

ional Evidence-based Healtl (
ional Evidence-based Healthcare Collabe




ol

=

taxane, gemcitabine, irinotecan

0|

T3 =oMXle Y2 HUSY (12% vs 29% vs 38%),

Ea

(29% vs 38%), ©Y QY WL 2F 2

o
oF
-—
=2

JJ
o

ke
[

Y|
A
o

w
ok
Y|
o
IH
ol
1]
w.o
oo
o

Mo| ojg, H
o

Ojote] ¥ gArol AZHol |

|.

=

Qe DAL FJOPH UERHX| guch.

A
e

on

ot

(o]

M)
Rl

x|22t

3]

_AO
wir

o
i

kD
J
<4

7Pt FEStE HYUS 1Y XE®o| GE Xsan9

SOtgC.

HA2E 2t

1% SYgoroporeo] glof, AR 2t L2 Lery

ZF taxaneit

EZW01(1E MESEY L 41.8%) platinum

2 X

¥

platinumZ %32 W2

olJ
o8

2 myopx
G5 EYOHX| 9

taxane

L=
—

#9(36.6%) IE

taxane H&Q2%9|
platinum H82% (32.11%) B4 =1, taxanell platinum

[o] XX
[ Ky

aotx|

o
=

taxaned platinum®]

L
—

9| FLHL WX FACH(25.56%), °I

€ 58y

7
—

eo| 7| x2H2

M
HXE Aol TR J|x YEE

olgw Molor Wxte| 1%t grorstorHof tigt



5.2 %319 9|9

M F
o w___H_ |
R I
o g R gr
- 2 o R Kl nH o o
= X o B M ._.M:._,._m o =
Yo Oof mmoﬂwll o 3 = 2
ol ml bt} E_H__ ok N B _ 5 ok m._
Ko i MO N RO ol - ol o
g 5 o ~aE ¥ o ES 4
o o g o X i o H % s
H g o< © o W __E Kb ~ n
= 7 o o N NS = ¥
=3 ) 5 Bz o 5 3 E 1]
£l M Mm i =0 F_._u w_ﬂ o MI._. R ol
-, = ._.A.O (] w._ Lll_ - o
RS o oL ur g B T o AR
wo A > v * F
© e 2
50 " w otz oW = ol
Br o o =3 a2 ol T | m__. o mm oF
7 5 5 o =) = = X 30
:I R ol o T 3 s
k= 0 B .R m_l R -
m__. w__n_ﬂ - ol = 0 r ..t% un xo o3 m_.a
— o e K - X
= W o= o M E = =& &
z g & o T H o g ° Mm )
i U W g T R o & o u_% ol o
W 0 F R T &r
=3 y N I ~ g ﬂ_ = B K Ly
iy ol H — o R g R - W =
8 3 K g 3 o K G o o
£ ~ % oJ oy T Ko 5 B B T
S ows N T o ur 5 g oF T
T A g D T g ™ o &
l R oo ol B &) ’r D o .
5 onra” oF o n Mot K T
e - T - T ot
= ¥~ 5 8T Ty °
M o 3 < mlu_ T p = O o > <F
+ = 3 EE g ks L 2 %o .
kM o3 T w5 = o _ o B
3 N F o =T mn_ E] = WM . _ o
5 ndf KB RU 5 o op OM oy =
Ulo

L
il

National Evidence-based
e=based Healtl
1 neaitncare I
ire Collaboratir f
sorating Agenc
g Agency

- 86 —



@: e oy
oy B i
A oo
ol 33 ;=
_.__=O ._uu [
+ 08
o po
o o oI X
=5 WwRG
= Ju ™9
ol o = o ™
H o 2O 3
T *s vl Bll
o= EH 5l lo: |
g gx#
mln oS » 3 K
_ K do z It
5 o+ B jo 8
mm_ gd on ¥ &
K 3 25 o |
° c ur = o~
I - I N
of ¥ = B 3 !
.m. ] <k AT Mo Br
< 50 o
. Bz m o
o4 W = c A
— oF nir = Ko oT
R me o
Sur 5 W
iy . PEg
g T
v D -3
m-._ Mo Kir T o
<Ir o= B
i s T 5K
T of T _
.U_I B = Bl & =xo
Ty
HJ H o
< T o aT






NS
i

dusolgy MO YUK FYWEI|ZL platinum Ild KBS LY

— a O M
8.8718 FEZ FYEM 19 YERLS 350, 24 YERLS 10% YEZ 3

fllo
=)
12

o
fual
2
a

o7l XgH#Sol gt 28 FMS T Xz BAE Ukol FMNE 2,
platinum (9.2 vs 6.81¥ FYHEIIZ, 36 vs 29% 19 MHEE, 20 vs 11%
29 ME=E, 0.35 vs 0.21 HIgE) ¥ taxane (9.4 vs 8.3 ¥, 41 vs 31%,
22 vs 16%, 0.39 vs 0.29)2 ZEHT 4yt ZerZ Argotes ol HEZY o

SEO =X

H:|v

70:I | T O
1 XfoPt 20| YHEXE RWOH, AATS AJAME Ao EX UK 54 2
x[o] 5 AR O|WHOZ QIvto] Yt AE HASIolE of24o| UYUCH. Y
Al

Me Taxane 2 ZU3 X|g9|

¢S YU AO|ZN UFOPI|ls ADE FHXY MFAO| AXE 5
E

re
41
r
o%
off
K
el
[1}a}
oX
=2
|.|'|
18
41
e
[
H
im
o=
I
M
=
£
2

A 2 O|REEZ EMTEI| 5t +8E HERY|HEM HDf Mo XTHE UMAHE
=2 HMOo=2 20009 °o|¥9o ALASEAM AMX= AHAAAH™ TE £/do| HAH
P2 OXIgy Hol= ooy Ao ZtE oMol B2 moderate to well
differentiated adenocarcinoma #X[2] &, ECOG 2° #Xfe £&, 1Mo

d
BRI £E S WAL LY ARAYo| QoY AU BECE

WE EE US| O WA WD FMo| QoY FUS UXE AXE BHU ¥
A ATE 2 KOS AU ZW, taxane I AT OIH0| U HHH Aok, F
PHEIIAY FL 10% 11 18 YEES 5% {ALZIM FAN o142 s
o OHE, BHY YA BEG

G HLSEQ| Aot QIR B YOI WQ OjOjSh PO ALK
H
—

ISEQ BEE XY HUE 1M 2X; SHol 2fet Xto|
4&_ 2.

Taxaned platinum2 SEgx|g M2 Uo MEANE platinumZ EYSH| ¢2

taxane SYX|g2| FL2 taxaneZ EYSIX| ¥2 platinum EEX|g B4 =%

pQg-23uUaping o

of

J|jooH p

i
g

1021




5 W b A E RO
Hos o g £ X w5
T o° N mo oF o
T T A WOT oA A
cke  LEEERT
T R mw X
R U Fo B o ¥
m_ngw W_______Wmop:m
of M™ mW o _._ﬂ wqo mW LY
MM__“_ m“____ S niw o WM n
s oA S Moz m_m o
NOMm W o & o
¥ oo oo R
oo 2 Woow o7 & %0
a N =
N m o c_u__ﬂ ﬂ. o0 |
. (] 3° Lln_ —
58 f oM E g =
T = ﬂ MoK R =N !
B0 & &I I o T .
Mg K U -
o = 3B Rl =3 B0 go ™ O
20 T w.m 35 M o ooy ™
I >y -
1]= ol go mﬁ . = JJ 5 w_m o3 m_u
o Em g O ok Zom o<
b e T o ™ o s o g F
o =R n — Ko JJ Ho @
N S N zm oo S o MW = o
ol o oH =3 xr P3| an
S o o W oo R . X
el EE T el T
5 o mw oor J 8 = p
w_._._m_v [ - ._O._u .._U.E _l._ w q _|_._ ..I.o
oF wm.momn_ DU~ = B
Ik & O I oTU < W N~ # O #
5
Bl

National Evidence-based Healthcare Collaborating Agency



I

__o._
oH

_—A_u



uoIIbN

o

MUSIDIAT
JUIPIN:

=

pasng-

1

pjjo) 24DdY3|PaH

i

Jusby buijpioq

£

1. E. Briasoulis, N. Pavlidis, E. Felip. Cancers of unknown primary site:
ESMO Clinical Recommendations for diagnosis, treatment and fol-
low-up. Annals of Oncology. 2009 20 (Supplement 4) i v154-iv155.

2. Kasper et al. Harrison's principles of internal medicine. 17 ed. 2008
Ch. 95.

3. I EME[Internet]. ALEY =2YY. 2009-[cited 2009 May 10]. Available
from: http://www.cancer.go.kr/cms/cancer/cure/04/1212055 _ 1761.html

ric

4. NCI(National Cancer Institute) [Internet]. Newly Diagnosed Carcinoma of
Unknown Primary[cited 2009 May 10]. Available
from:http://www.cancer.gov/cancertopics/pdg/treatment/unknownprimary/
HealthProfessional/page5.

5. National Comprehensive Cancer Network. NCCN Clinical Practice
Guidelines in Oncology : Occult Primary. 2009.

6. Z2F, OIZM, FHY, UM, oY, UM T. HUL B ST Ho|AQ oFUX}f.
J Korean Cancer Assoc. 1999 31(3):607-16.

7. dHE, X%, A, &Y, °I22, &Y F. FH TILE FUZ LOH AW 2Y
=79 HoIY. HtEFEFEAULYUX. 2004 20(2):181-8.

8. $MQ, LU, o, FHA, o, 248 5. LR STY MY, Higryiaery
X|. 2001 61(3):234-9.

9. UFBEHHAEIIY 1 H2009 - 2%

10. Egger M, et al. Bias in meta-analysis detected by a simple, graphical
test. British Medical Journal. 1997 315:629-634.

11. Duval S, Tweedie R. Trim and fill: A simple funnel-plot-based method
of testing and adjusting for publication bias in meta-analysis.
Biometrics. 2000 56(2):455-63

12. Slim K, Nini E, Forestier D, Kwiatkowski F, Panis Y, Chipponi J.
Methodological Index for Non-Randomized Studies(MINORS:
Development and Validation of a New Instrument. ANZ J Surg. 2003
73:712-716.

13. U9, Usw, TMF, YU, FHY, gy 2 B &4 Y A+t UF
HEHHAEOMY, e rerHE T, 20009.

14. Julian PT Higgins, Sally Green. Cochrane Handbook for Systematic



1]
H
i
ral

Reviews of Intervention. The Cochrane Collaboration. 2008.

15. A¥ZE, =%, 28X ol 43 FH A HFHYARL =2 & B7I. Korean J
Fam Med. 2009 30:129-137.

16. Tiernery JF, et al. Practical methods for incorporating summary
time-to-event data into meta-analysis. BioMed Central Trials 2007,
8:16

17. Simon R. Confidence intervals for Reporting Results of Clincal Trials.
Annals of Internal Medicine. 1986; 105:429-435

Aduaby Bulypiogp]|o) 21DIYJ|DIH PIsDg-IIUBPINT |DUOCIIDN






H
o
MO

1. - U HiNALR

i

{r

Jhu

£
fob

o
ral

Berry, W., M. Elkordy, et al. Results of a phase Il study of weekly
paclitaxel plus carboplatin in advanced carcinoma of unknown
primary origin: a reasonable regimen for the community-based clinic?

Jeremic, B., D. J. Zivic, et al. Cisplatin and 5-fluorouracil as induction
chemotherapy followed by radiation therapy in metastatic squamous cell
carcinoma of an unknown primary tumor localized to the neck. A phase
Il study.

Jeremic, B., L. Zivic, et al. Radiotherapy and cisplatin in metastatic
squamous cell carcinoma of an unknown primary tumor localized to

the neck. A phase |l study.

Pouessel, D., S. Culine, et al. Gemcitabine and docetaxel after failure
of cisplatin-based chemotherapy in patients with carcinoma of
unknown primary site.

Zouhair, A., P. A. Coucke, et al. Prospective study of accelerated
postoperative radiation therapy in patients with squamous-cell
carcinoma of the head and neck

Argiris, A, S. M. Smith, et al. Concurrent chemoradiotherapy for N2
or N3 squamous cell carcinoma of the head and neck from an
occult primary.

Culing, S., M. Fabbro, et al. Alternative bimonthly cycles of doxorubicin,
cyclophosphamide, and etoposide, cisplatin with hematopoietic growth
factor support in patients with carcinoma of unknown primary site.

Karapetis, C. S., D. Yip, et al. Epirubicin, cisplatin, and prolonged or
brief infusional 5-fluorouracil in the treatment of carcinoma of
unknown primary site.

Sumi, H., K. Itoh, et al.
primary origin.

Treatable subsets in cancer of unknown

10

Voog, E., Y. Merrouche, et al. Multicentric phase |l study of cisplatin and
etoposide in patients with metastatic carcinoma of unknown primary.

1

Lofts, F. J., H. Gogas, et al. Management of adenocarcinoma of
unknown primary with a 5-fluorouracil-cisplatin chemotherapy
regimen (CFTam).

12

Hess, K. R., M. C. Abbruzzese, et al. Classification and regression
tree analysis of 1000 consecutive patients with unknown primary
carcinoma,

13

Warner, E., R. Goel, et al. A multicentre phase Il study of carboplatin
and prolonged oral etoposide in the treatment of cancer of unknown
primary site (CUPS).

=
o
=

IDJY3|DAH PosDg-IUBPINT |DUC

L)
~
£}




paspg-aduaping [PUciIbN

1

a4

Adusby Gulpioqpjjor) 24DdY3

14

van der Gaast, A, J. Verweij, et al. Simple prognostic model to
predict survival in patients with undifferentiated carcinoma of
unknown primary site.

15

Khansur, T., C. Allred, et al. Cisplatin and 5-fluorouracil for
metastatic squamous cell carcinoma from unknown primary.

16

de Campos, E. S,, L. P. Menasce, et al. Metastatic carcinoma of
uncertain primary site: a retrospective review of 57 patients treated
with vincristine, doxorubicin, cyclophosphamide (VAC) or VAC
alternating with cisplatin and etoposide (VAC/PE).

17

Nole, F., M. Colleoni, et al. Fluorouracil plus folinic acid in metastatic
adenocarcinoma of unknown primary site suggestive of a
gastrointestinal primary.

18

Pavlidis, N., P. Kosmidis, et al. Subsets of tumors responsive to
cisplatin or carboplatin combinations in patients with carcinoma of
unknown primary site. A Hellenic Cooperative Oncology Group Study.

19

al-Idrissi, H. Y. Combined 5-fluorouracil, adriamycin and mitomycin C
in the management of adenocarcinoma metastasizing to the liver
from an unknown primary site.

20

Sulkes, A., B. Uziely, et al. Combination chemotherapy in metastatic
tumors of unknown origin. 5-Fluorouracil, adriamycin and mitomycin C
for adenocarcinomas and adriamycin, vinblastine and mitomycin C for
anaplastic carcinomas.

Spigel, D. R, J. D. Hainsworth, et al. Neuroendocrine Carcinoma of

21 i _ Tt | 2= HY
Unknown Primary Site.
Lazaridis, G., G. Pentheroudakis, et al. Liver metastases from cancer
9 of unknown prlmary(CUPL):. A. retrospgchve analysis of p.resentlahon, IEs7 =0
management and prognosis in 49 patients and systematic review of
the literature.
Greco, F. A, G. I. Rodriguez, et al. Carcinoma of unknown primary
site: Sequential treatment with paclitaxel/carboplatin/etoposide and _
23 eduenie P fcarboplatin/etop NETREESE
gemcitabine/irinotecan: A Minnie Pearl Cancer Research Network
phase |l trial.
Culine, S., M. Ycho, et al. 5-fluorouracil and leucovorin as
24 . . } . _ TIEt7 | 2= oY
second-line chemotherapy in carcinomas of unknown primary site.
Maartense, E., H. C. Kluin-Nelemans, et al. Carcinomaofunknown
25 |primarysite: Long term follow-up after treatment with paclitaxel, S=E=0t
carboplatin, and etoposide.
o6 Giralt, J. L J. Gonzalez, et al. Brain metasta.ses |n. patients with no =z 0[ot
known primary tumor: The role of stereotactic radiosurgery.
Grau, C, L. V. Johansen, et al. Cervical lymph node metastases from
27 junknown primary tumours: Results from a national survey by the L=z 1=F3e]]°1;
Danish Society for Head and Neck Oncology.
Greco, F. A, J. B. Erland, et al. Carcinoma of unknown primary site: _
28 ) ) . . . s=E&T
Phase |l trials with docetaxel plus cisplatin or carboplatin.
29 Amichetti, M., M. Romano, et al. Hyperthermia and radiotherapy for = eixiofot

inoperable squamous cell carcinoma metastatic to cervical lymph




{r

Jhu

nodes from an unknown primary site.

30

Culine, S., M. Fabbro, et al. Chemotherapy in carcinomas of unknown
primary site: A high-dose intensity policy.

Greco, F. A. and J. D. Hainsworth The evolving role of paclitaxel for

31 . . : . . 25T
patients with carcinoma of unknown primary site.
Colletier, P. J., A. S. Garden, et al. Postoperative radiation for

32 |squamous cell carcinoma metastatic to cervical lymph nodes from an L=y (o] o1y
unknown primary site: Outcomes and patterns of failure.
Medini, E., A. M. Medini, et al. The management of metastatic

33 |squamous cellcarcinomain cervical lymph nodes from anunknown =L 1=F3le]lo1;
primary.
Hainsworth, J. D., J. B. Erland, et al. Carcinoma of unknown primary

34 |site: Treatment with 1-hour paclitaxel, carboplatin, and 25T
extended-schedule etoposide.
Galan, M. C., J. J. Grau, et al. Treatment with adriamycin and

35 o _ - X7t ot
ftorafuracil in carcinoma of unknown origin.
Lenzi, R, M. N. Raber, et al. Phase | and |l trials of a

36 |laboratory-derived synergistic combination of cisplatin and ZIE7 | =2 uH
2'-deoxy-5-azacytidine.
Van der Gaast, A., S. C. Henzen-Logmans, et al. Phase Il study of

37 |oral administration of etoposide for patients with well- and TIET |22l
moderately-differentiated adenocarcinomas of unknown primary site.
Hainsworth, J. D., D. H. Johnson, et al. The role of

38 |cisplatin/bleomycin-based chemotherapy in the treatment of poorly TUET | 2=l
differentiated carcinoma of unknown primary site.

39 Wagener, D. Jf T, P. H. M. De Muldgr, et gl_ Phase Il trial of cisplatin Ict7 |0
for adenocarcinoma of unknown primary site.

40 Van .d.er C?.aast, A., J. Verweij, et al. Carcinoma of unknown primary: IEs7 |0
Identification of a treatable subset?
Kambhu, S. A, D. P. Kelsen, et al. Metastatic adenocarcinomas of

a1 . ) ) . TUET | 2=l
unknown primary site. Prognostic variables and treatment results.
Jacobs, M. C., M. Eisenberger, et al. Carboplatin (CBDCA) and

42 |radiotherapy for stage Ivcarcinoma of the head and neck: A phase L= (0] 1)y
[-II study.
Treat, J., S. C. Falchuk, et al. Phase Il trial of methotrexate-FAM

43 . . . Tt | =2 HY
(m-FAM) in adenocarcinoma of unknown primary.
Hainsworth, J. D., E. P. Wright, et al. Poorly differentiated carcinoma

44 |of unknown primary site: Correlation of light microscopic findings with TIEE7 | 2= 20l
response to cisplatin-based combination chemotherapy.
Milliken, S. T., M. H. N. Tattersall, et al. Metastatic adenocarcinoma

45 |of unknown primary site. A randomized study of two combination TUET | Z= 2l
chemotherapy regimens.

46 G(_)Idberg_;, R M., F. P. Smith, et al. 5—FluorouraC|I, adriamycin, gnd xIcks =)l
mitomycin in the treatment of adenocarcinoma of unknown primary.
Madani, I, L. Vakaet, et al. Intensity-modulated radiotherapy for N

47 SHREolY

cervical lymph node metastases from unknown primary cancer.

=
a
=

IDJY3|DAH PosDg-IUBPINT |DUC

9 9.




3P paspg-20uUaping [PUCIIDN

|

1

113R40qD]j0) 24DOL

fouaby E

Palmeri, S., A. Misino, et al. Cisplatin (CDDP), gemcitabine (Gem), and

48 |paclitaxel (Tax) or vinorelbine (VNR) in metastatic carcinoma of S=EE0t
unknown primary (CUP),
Lortholary, A., S. Culine, et al. Cisplatin in combination with either

49 |gemcitabine (GC) or irinotecan (IC) in carcinomas of unknown primary 25T
(CUP): results of a randomized phase Il study.
Dowell, J. E., A. M. Garrett, et al. A randomized phase Il comparison

50 of carboplatin (C) and etoposide (E) with paclitaxel (T), 5-fluorouracil Szt ol
(F), and leucovorin (L) in patients (PTS) with carcinoma from an
unknown primary site (CUP).
Falkson, C. I. and G. L. Cohen Mitomycin C, epirubicin and cisplatin

51 |versus mitomycin C alone as therapy for carcinoma of unknown FlEt7 | Z=2|ul
primary origin.
Jeremic, B. Metastatic squamous-cell carcinoma (SCC) of an

52 Junknown origin primary localised to the neck. Benefit from an 2IX7t o=l
aggressive treatment.
Eagan, R. T., T. M. Therneau, et al. Lack of value for cisplatin added

53 |to mitomycin-doxorubicin combination chemotherapy for carcinoma of ZITH7 | 2= 0y
unknown primary site. A randomized trial.
Woods, R. L., R. M. Fox, et al. Metastatic adenocarcinomas of

54 |unknown primary site: a randomized study of two TIEt7 | 2= uy
combination-chemotherapy regimens.

2. Y &9

HS =2 HHAIALR

1 | =223, 0|24, HEE & g 28 2| Mo|e| oIkt TICtT | =2 Hy

2 | UENE, =85t S 3R HEXM U= dsist AL 22| 2Ho| T SZEX0Y

e S Treatment outcome of matastatic carcinoma if cervical

3 . S0
lymph node from an unknown primary

4 A, MEL & Treatment of matastatic cervical cancerous nodes Ict7 =2l

. . Tl

from an unknown primary site -

5 | o, BAE S 2E =8 0|4 ZREYUS WARX|ZE SERHoIY

6 |0|F2 HuHA SHAUO| ZJEBZH MO0 WAMMX|ZL| ATt SZR™oIY

7 | OIRHZI, HAIF, ZF4 & LR = TO[Y 103 = UMEA TIE7 [ =2 ud
FHZ, AT S AUHR| SHtof| St PEFL(Cisplatin, Etoposide,

8 |5-Fluorouracil, Leucoeroin) S&tsteteHo| syt U X|Z2HHE220} ZIEt7 | =20

HELSTo| ME




10.

1.

12.

13.

14.

15.

16.

17.

4
Jhu

(=] X b N ey =
BE 2 - MYH H12Y
Palmeri, S., V. Lorusso, et al. Cisplatin and gemcitabine with either

vinorelbine or paclitaxel in the treatment of carcinomas of unknown primary
site : results of an Italian multicenter, randomized, phase || study.

Culine, S., A. Lortholary, et al. Cisplatin in combination with either
gemcitabine or irinotecan in carcinomas of unknown primary site: results of a
randomized phase || study--trial for the French Study Group on Carcinomas of

Unknown Primary (GEFCAPI 01).

Assersohn, L., A. R. Norman, et al. A randomised study of protracted venous
infusion of 5-fluorouracil (5-FU) with or without bolus mitomycin C (MMC) in
patients with carcinoma of unknown primary.[see comment].

Shildt, R. A., P. S. Kennedy, et al. Management of patients with metastatic
adenocarcinoma of unknown origin: a Southwest Oncology Group study.

Huebner, G., H. Link, et al. Paclitaxel and carboplatin vs gemcitabine and
vinorelbine in patients with adeno— or undifferentiated carcinoma of unknown
primary: a randomised prospective phase Il trial.

Dowell, J. E., A. M. Garrett, et al. A randomized Phase || trial in patients
with carcinoma of an unknown primary site.
Schuette, K., G. Folprecht, et al. Phase |l trial of capecitabine and

oxaliplatin in patients with adeno- and undifferentiated carcinoma of unknown
primary.

Yonemori, K., M. Ando, et al. Irinotecan plus carboplatin for patients with
carcinoma of unknown primary site.
Pentheroudakis, G., E. Briasoulis, et al. Docetaxel and carboplatin

combination chemotherapy as outpatient palliative therapy in carcinoma of
unknown primary: a multicentre Hellenic Cooperative Oncology Group phase ||
study.

Briasoulis, E., G. Fountzilas, et al. Multicenter phase-Il trial of irinotecan
plus oxaliplatin [IROX regimen] in patients with poor-prognosis cancer of
unknown primary: a hellenic cooperative oncology group study.

Schneider, B. J., B. El-Rayes, et al. Phase |l trial of carboplatin,
gemcitabine, and capecitabine in patients with carcinoma of unknown primary
site.

Hainsworth, J. D., D. R. Spigel, et al. Phase Il trial of bevacizumab and
erlotinib in carcinomas of unknown primary site: the Minnie Pear| Cancer
Research Network.

Pittman, K. B., |. N. Olver, et al. Gemcitabine and carboplatin in carcinoma
of unknown primary site: a phase 2 Adelaide Cancer Trials and Education
Col laborative study.

El-Rayes, B. F., A. F. Shields, et al. A phase |l study of carboplatin and
paclitaxel in adenocarcinoma of unknown primary.

Piga, A., R. Nortilli, et al. Carboplatin, doxorubicin and etoposide in the
treatment of tumours of unknown primary site.
Pouessel, D., S. Culine, et al. Gemcitabine and docetaxel as front-line

chemotherapy in patients with carcinoma of an unknown primary site.
Balana, C., J. L. Manzano, et al. A phase Il study of cisplatin, etoposide and
gemcitabine in an unfavourable group of patients with carcinoma of unknown

fMuaby BuIIDIOGD]|0) IDIYFDIH PIsDG-2IUIPINT JDUOCIIDN



fMusby BuiIpiogD]jo) 2ADIYFDIH PIsDg-adUapIng [PUOIIDN

18.

19.

20.

21.

22.

23.

24.

25.

26.

27 .

28.

29.

30.

31.

32.

33.

34.

primary site.

Macdonald, A. G., M. C. Nicolson, et al. A phase Il study of mitomycin C,
cisplatin and continuous infusion 5-fluorouracil (MCF) in the treatment of
patients with carcinoma of unknown primary site.

Guardiola, E., X. Pivot, et al. Combination of
cisplatin-doxorubicin-cyclophosphamide in adenocarcinoma of unknown primary
site: a phase Il trial.

Parnis, F. X., |I. N. Olver, et al. Phase Il study of epirubicin, cisplatin and
continuous infusion 5-fluorouracil (ECF) for carcinoma of unknown primary site.
Briasoulis, E., H. Kalofonos, et al. Carboplatin plus paclitaxel in unknown
primary carcinoma: a phase || Hellenic Cooperative Oncology Group Study.
Briasoulis, E., N. Tsavaris, et al. Combination regimen with carboplatin,
epirubicin and etoposide in metastatic carcinomas of unknown primary site: A
Hellenic Co-Operative Oncology Group Phase || Study.

Greco, F. A. and J. D. Hainsworth  One-hour paclitaxel, carboplatin, and
extended-schedule etoposide in the treatment of carcinoma of unknown primary
site.

Raber, M. N., J. Faintuch, et al. Continuous infusion 5-fluorouracil,
etoposide and cis-diamminedichloroplatinum in patients with metastatic
carcinoma of unknown primary origin.

Hainsworth, J. D., D. R. Spigel, et al. Combination chemotherapy with
gemcitabine and irinotecan in patients with previously treatedcarcinomaof
anunknown primarysite: A Minnie Pear|CancerResearch Network phase |ltrial.
Park, Y. H., B. Y. Ryoo, et al. A phase |l study of paclitaxel plus cisplatin
chemotherapy in an unfavourable group of patients withcancerofunknown
primarysite.

Mukai, H., T. Watanabe, et al. Unknown primarycarcinoma: A feasibility
assessment of combination chemotherapy with cisplatin and docetaxel.
Greco, F. A., H. A. Burris Ilii, et al. Gemcitabine, carboplatin, and

pacl itaxel for patients withcarcinomaofunknown primarysite: A Minnie
Pear |CancerResearch Network study.

Hainsworth, J. D., H. A. Burris lii, et al. Paclitaxel, carboplatin, and
long-term continuous infusion of 5-fluorouracil in the treatment of advanced
squamous and other selectedcarcinomas: Results of a Phase || trial.

Hainsworth, J. D., H. A. Burris lii, et al. Gemcitabine in the second-line

therapy of patients withcarcinomaofunknown primarysite: A Phase [ltrialof the
Minnie Pear |CancerResearch Network.

Lenzi, R., M. N. Raber, et al. A pilot study of paclitaxel in previously
treated patients with metastaticunknown primarycarcinomas.

Greco, F. A., J. Gray, et al. Taxane-based chemotherapy for patients
withcarcinomaofunknown primarysite.

Saghatchian, M., K. Fizazi, et al. Carcinomaof an unknown primarysite: A
chemotherapy strategy based on histological differentiation - Results of a
prospective study.

Gill, I., P. Guaglianone, et al. High dose intensity of cisplatin and etoposide
in adenocarcinoma ofunknown primary.

— 100 —



{r

Jhu

231D HIX ot
H4E SPN;
M=
Judgment
Domain golet YES (Yes,No, Description
Unclear)

Sequence of
generation

Allocation
concealment

A Al SR =712

=780l 2o ZE RX|HAYE
Blinding 712

Response

Survival

FZotd = ZHol| UM R

Atgto| U=X| MHSH=I?
Incomplete

(PERIE $of EME 71 2

271?)

Selective
reporting

Method F=0llAM Egict= A
=0l tsiM Z2E 25 2105

2 AT

Other source
of bias

7|Et 8| EE 2| Jtsdol A=TI?

— 101 —

MNION

D

i

$DC-23UdPIng

=

1

H P

2Y3|pa}

n

Aduaby Bulpioqpjjo) 24



X
t
o
O
w
1 R oF
= -~ RO
3l Al R
o a Mol
™ = ¥ K- o%
50 S H § R
= o2 TR _ﬂ
— - S R b
3 ™ H H o o2
2 oy _ Non
— 3 .n_u.|M ol 0 = -
at @ 0 RO N o
= = = 1|1 <
9 KI —_— K Iz — |
o) 0 o Kl o< N
N L _ ~N
= - ol SR S
S il - = | © i oy _ _
K - K g = _ — K Kl
£ L | 2 ool 55 1
m g R o= |EE = |
; n |- 1 N N o
o T oI~ - | .__.._ o iy
X0 2 o|M o = ol m__.l 4 M_
OF <r 5| - ol | WU - W o v ~ "
o 2o SROH Sl | W] g
o 0 | Ll w Mt sk | B o
ﬁ N S| - of |[HI® 3 2] ¢ F0° Bl ol 700
. Ho Bl o | @ MW x L BB ¥ | &R
oll =1 S| K| A @R TR o | =
2 ® 8w | & |so|fLlmar | 2| & |2
K — 2 o | 32 11 U ~ ~
Bo O Slylull2|® 3 lzh|de|re? |~ 5|
| o Bl | m | =[| =] B K | "y | WS &smap | & | o | T+
T & o TR A s U= A A I VR ¥
o S e N S < © 6 | =~ | »

National Evidence-based Healthcare Collaborating Agency



{r

Jhu

=] I
* B5 4 - NaFE %':*ﬂl
CUP SR DATA EXTRACTION FORM
281D
HE
X K}
M=
ATMA
RCT
SINGLE ARM TRIAL
CASE SERIES
AT
T X
MYI|E
7—IA|.
SECT 2nd line
SECT
SFX-ray
| H A} N gzt

- 103 —




MUSIDIAT IDU
JUspling U

=

pasng-

1

S4D2Y3|oaH

pljod

i

usby Buipioq

£

SN E

Ay MEDIAN RANGE
MEAN SD
=k ot
of
Mol 2tHo| 5| Fol
o B o
0| 29152

=AYy 1. Moderate+ well diff Adeno
2. PD adenotUndiff
3. NECa
4. Others
0
ECOG 1
2
PLAT INUM
Taxane

Antimetabolite

Alkylating agents

Vinca alkaloids

Etoposide

Anthracycl ines

Mitomycin

Irinotecan

Cytotoxic agent

RESPONSE =41

— 104 —




CR

PR

RR

SURVIVAL &4

Fol low-up period

Median Survival

Confidence Interval

1-year Survival

Confidence Interval

2-year Survival

Confidence Interval

{r

Jhu

— 105 —

2Y3|DaH PasDg-22Uaping [DUCIIDN

B

Aduaby Bulpioqpjjo) 24



ArgoIL BN & giaUCh

-
o
c
1]
on
<
o
m
0
m
©
J
_m_
o
b
=
=
m
L*)
ﬂw_
n

Evidence-ba

National



	원발부위불명 전이암치료법의 유효성
	연구경과
	주의
	연구진
	목차
	Executive Summary
	요약문
	1. 서론
	1.1 연구배경
	1.2 연구필요성
	1.3 연구목적

	2. 선행연구 및 현황
	2.1 국내연구현황
	2.2 국외연구현황

	3. 연구방법
	3.1 문헌검색 전략
	3.2 문헌선정기준과 선정방법
	3.3 질평가의 방법
	3.4 질평가 결과
	3.5 자료추출전략
	3.6 자료요약
	3.7 통계분석

	4. 연구결과
	4.1 평가에 포함된 문헌
	4.2 항암화학치료 효과의 평가

	5. 고찰
	5.1 연구결과요약
	5.2 연구의 의의
	5.3 연구의 한계
	5.4 후속연구 제안

	6. 결론
	7. 참고문헌
	8. 부록
	부록 1. - 문헌의 배제사유
	부록 2. - 선정된 참고문헌
	부록 3. - 질평가 양식
	부록 4. - 자료추출 양식



