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Beginning of a project
O Melanoma brain metastases, gamma Knife

treatment, Ipilimumab

O (Gone through all melanoma brain metastases
to pick up all the patients you want

O If the patients number is adequate--go ahead

O If the patients number is not adequate-
abandon it, and find something else to do

FRda— (B T B CRHE R E R AR AN B A5 -

Design a spreadsheet

O Discuss with all the teamates to decide what
kind of data you will collect

O (early define every column

O Make sure everyone in your team knows the
definition of every column

O Define the endpoints

O 1.spreadsheet

Biua et HULEE B RIHY spreadsheet » VAT ESTERTA R EHIES
— X IHHWES » KiZHFEH endpoints.
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G hilgh hyhu| frogp g fddid

Or,

| have the GK record like attached file. How should |
decide what is the Marginal dose, isodose,max dose, and
radiation volume?

And what does it means about " elevated LHD" ? | have
this patient he has LDH data only after GK, how can |
decide he has elevated LDH or not?

Since there is no previous data to compare, but he does
have many LDH data after GK.

FHETE H #EE R E R -

(roup the data in different
way (before,during, after)

it looks good,

i would add one more version of analysis, splitting the
groups differently.

the point to check is whether GK is more effective with
ipilimumab in the body, so i would divide to:

1. GK before Ipi.
2. GK during / after Ipi

Or Cohen-Inbar, M.D Ph.D
Neurosurgery Radiosurgery iei Iowﬁ

BT D E R SR RN % - BT RERE G - S
G B TRER % -
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P d| ghtg dgrvkhuvsudgkhiw

There cre several patients they have more than 10
lesions freated. One patient even has 22 lesions
freated. | did not recorded every lesion when they
are more than ten. But add an new item as ™ tumor
control of pt treated more than 10 lesion” to describe
the general result of treated lesions.

S<< le: Melanoma Ipilimumab) xlsx >>
hih

TRE—LEERR AR 1% n] RE & 5 XS 55—l spreadsheet » B ATKEA
s BN -

T lgg rxwwkh uaintirgv

<< File: Qutput.spv >> Seems like there is no
difference in Kaplan Miere survival plot between the
three groups | GK before ipi, GK during ipi, GK after
ipi), either in " survival after GK "or in " survival after
initial GK". But "GK before ipi "group do have better
regional centrol rate than "GK after ipi”. Thereis no

difference in distance metastasis rate between the
three groups.

IR AR HRIIA T -
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Dr. Shih,
Thank you for the update.

Regarding reactions to the SRS, we need to report on
any swelling around the lesions and differences
between the groups for this endpoint too.

See Figure 2B of the attached paper for an example
of this adverse reaction after $RS.

Sincerely,
Jason

From: Shih, Han-Hsun *HS

Sent: Thursday, April 30, 2015 1:18 PM
To: Sheehan, Jason *HS

Subject: RE: Melanoma and Ipilimumab

There are no significant difference in adverse
reactions including seizures, hemorrhage in reated
lesion, focal neurologic deficit, and headache
between the three groups and two groups.

From: Sheehan, Jason *HS

Sent: Wednesday, April 29, 2015 1:17 PM
To: Shih, Han-Hsun *HS

Subject: Re: Melanoma and Ipilimumab

Jason,

After excluding retreated lesion. | got 313 lesions and
compare the result of tumor volume control, necrosis,
hemorrhage, edema at 3 menths, 6 months , 9
months, and 12 months. Seems like the GK performed
after IP| have better result in necresis, hemorrhage,
edema at 3 months, edema at é months, and edema
at 9 months.

Shih

14



o TR R e E B -

Dear lason,

| found the tumor diameter is bigger in GK before ipi
group. | think thisis the reason why they also have higher
rate of necrosis, hemorrhage , and edema. But Or said , it
may because in GK during/after Ipi group, the tumor
response to Ipi so the tumors become smaller. Do you
think | should do something else to verified this issue? Right
now, my data shows betler local recurrence free survival
in Gk beferc Ipi(?roupA But fewer necrosis, hemorrhage,
and edema in GK during/ after Ipi group. Also, tumorsin
during/after group have smaller tumor diameter and
lower marginal dose.

Shih

—--Criginal Message-----

From: Sheehan, Jason *HS

Sent: Saturday, May 23, 2015 7:36 AM
To: Shih, Han-Hsun *HS

Subject: RE: table and graph

Dear Dr. Shih:

I regret the confusion.

You can look at local recurrence free survival. If thisis
what you did and you saw a difference, this is one
important finding to discuss.

Regional free recurrence is also worth analyzing. This
would be how many tumors developed outside of the

initial treated brain metastasis at the time of initial GK
radicsurgery.

Ehwuwxuylydolg Ehrih jurxs

O  Diufkhinlyj rghyhi| agj wuylosddwirp wuylydo
sawdqg fruhfwwkhp Iwdnh /qr erg | sd| dwhgwirg we vkh
|rxgjludih Iy ehirth jurxsl

O Wkhwuylydolg ehirth jurxs Wyhu| fachwe vHglilfdgvd)
ehwhiy frahfwwkh gdwd we 5348 /dgg wuylydodrp gldjgqrviv

O P | erw zdvyhu| h{fiig @z hwdwyg w gr dawri
dnhdxhdylz w hisalg zk | Wz dvvr @Dydfflgh hithfw

O  Idg zhirxgg wkhdjh vdor |rxqgjlulg Ehirth jurxs
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O Ulgr khdgddvivlg frp sdfdwirg dgg a-fdothfxuigth
1hh gxudwirg GIEhirt jurxs kdyh elwliarfdofraqwro
dgg p rih frp sdfdwirg wvh

O Derxwwkh wuylydo@ikrih wkh grg@tjglitfdqwrgh we
dyrlg wkh djh suredp

O Idg zhurjurxs wkh sdlhgwdvehirdRz kg ls1dag
diu Is1 /ehird2z Mk 1g jurxs kdyh elwiua-fdofrquro
dgg p rih frp sdfdwirg @EDigdoudnexav

%555 Gamma knife 7F Iplimumab {5 Fi5kHEEYR AGSRE4T -

p=0.118]| € , . Timing of SRS
1 Group A |Before, During)
Group B (After)
% . -+ Group A Censored
G BC red
: = 08 roup B Censof
g -]
= =
c
S P=0.005
S o5+
S
T <o =N 1y @
Time (mo) from diagnaosis of brain metastases g
MR i g
Mumber of Patients
. umber of Fatien! 3 0‘_
P=0.487|| @
=
] Ly
! L
£ ool 0.2
3
2. 0.0
T T T T T T T
0 30 60 100 200 300 400
o “e L \ ‘[im. (mo) froll'rl SRS , .
o - ; + — T T 1 t 1
B 28 16 10 4 2
Number of Patients Number of Patients

HERHER 2GR -
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e way to present Fosult
O VxwihdodmWuvuv

O R yhdomp hgldg wuylydoz dv4617 p ravkv-adgjh
4B065, 41jxth4d,1P hgldg wuylydoirujuxs D zdv
461; p ravkv+ogjh 51 65 p rawkv, dgg 977 p rqwkv
frujuxs® +dgih4B6718,1Wkh6/9/45/4; /&g 57
p rawkvafikduldowcuyydouddv rud rxs® zhih
<9k ( /;4B( /8<B( /741 ( /dug 64% ( unshiudyhdl
Wkh6/9/45/4; /&g 57 p rawkvdfukduldowuylydouddy
rud uxs® zhh ;81 ( /8:1( /6616 ( /58( /g
491: ( dmshfviyid1Wk Ivglitihgth glg grwidtk
wahWbmifdovig litfdgfh 4s@3%84; 1

ERGERT AN Z A Hisfdamacos =0 DEE2 A 5R RS -

How to write discussion
O Uhylhz vkhvip muddiddwirp sxep hg/dgg
frp sdhwkhumxaz Wk |rxu

O Who shrsd [rxuvkhry| +drh Wk fhoehhg nldg I vkh
eudly dwvirg wuiirw] 1J dp p dNglh zdvgrgh didu
Isldp xp de Msrruafdofraqwrodgg iz huddfwirg
hithfwl

O Frp sdh z 3k rxusdshiNdwxavdgg h{saglg zk | vkh|
kdyh glitihowumxed

& am A0y - EE R A R Y R e S A E At S DL Fe A PR -
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